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PROCEEDIL NGS

DR. CHESNEY: Welconme to the first day of the
Pedi atric Advisory Subcomm ttee. The m crophones on the
tabl e are not working yet so we are going to | eave the
i ntroductions until the question and answer session. But
I would like to have the Executive Secretary, Jayne
Peterson, read the conflict of interest statenent.

Conflict of Interest Statenent

MS. PETERSON: The foll owi ng announcenent
addresses the issue of conflict of interest with regard
to this neeting and is made a part of the record to
precl ude even the appearance of such at this neeting.
Since the Subcomm ttee's discussions will not have a
uni que i nmpact on any particular firm or product but,
rather, may have w despread inplications with respect to
an entire class of products, in accordance with 18 USC,
Section 208, general matters waivers have been granted to
each menmber and consul tant participating in the
subcomm ttee's di scussions.

A copy of these waiver statenments may be

obtained by submtting a witten request to the FDA' s
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Freedom of Information Ofice, Room 12A30, of the
Parkl awn Building. |[In the event that the di scussions
i nvol ve any products or firnms for which an FDA
partici pant has a financial interest, the participants
are aware of the need to exclude thenmselves from such
i nvol venent and their exclusion will be noted for the
record.

Wth respect to all other participants, we ask,
in the interest of fairness, that they address any
current or previous involvenment with any firm whose

products they may wi sh to conment upon.

Vel cone

DR. CHESNEY: As everybody in this room knows,
on Novenber 21, 1997, President Clinton signed into |aw
t he Food and Drug Adm nistration Moddernization Act which
provi ded, as | quote from one of the FDA statenents, "the
nost sweepi ng changes to the Federal Food, Drug and
Cosnmetic Act in thirty-five years."

One of these changes was to offer six nonths of
addi ti onal marketing exclusivity for conpanies providing
pediatric studies in response to a witten request by the

FDA. The FDA Final Rule of 1998 required conpanies to
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provi de pediatric studies for certain new and marketed
drugs and bi ol ogi cal products unless a waiver was
obt ai ned from the FDA.

Today, we will be reviewi ng one of the nost
fundament al issues involved in pediatric studies. |
guote from one of the handouts in our books, "the
criteria for the appropriate involvenent and excl usion of
heal thy children who are not patients in pediatric
phar maceuti cal research.”

This issue involves questions of risk/benefit,
consent and assent, particularly for children under seven
years of age who are considered to be unable to grasp the
i ssues involved in consent, and questions of conpensation
for both the child and the parent.

We are very fortunate today to have a nunber of
di sti ngui shed speakers to provide us with the background
i nformati on needed to address the five case studies the
FDA has provided to the subconmttee. It is hoped that
today's discussion will provide the infrastructure for
all future deliberations regarding the participation of
heal thy children in pediatric studies.

On behal f of the subcomm ttee and the FDA, |
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would like to welcone all the consultants and guests and
menbers of the audience. Particularly, | would like to
wel come two nmenbers of the International Commttee on
Har noni zation, Dr. Julia Dunn, who is fromthe United

Ki ngdom She is the nenber of the Medicines Control
Agency there. And Dr. Siddika Mthani, who is head of

t he Cardi ovascul ar Di seases Unit at the Bureau of

Phar maceuti cal Assessnent in Canada.

Finally, just a few housekeeping issues. First
of all, the Open Public Hearing will take place at 1:30
this afternoon and not 11: 30 as advertised in the Federal
Regi ster. Because we do have a nunber of speakers and a
busy program we will be using a timer. W would ask the
speakers to keep to their allotted tines.

It will be particularly challenging to stay on
track today, as it always is with ethical issues, and we
woul d very nuch appreci ate everybody keeping the word
"brevity" in mnd. Finally, if |I don't identify you by
nane, please do so when you answer a question or make a
comment in order to help our transcriptionist.

And so we eagerly | ook forward to hearing al

the informati on we are going to be presented with this
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morning. | would like, at this point, to turn it over to
Dr. Di anne Mirphy.
Backgr ound

DR. MURPHY: Good nor ni ng.

[ SlIide.]
Again, | would like to second the welcome to our
menbers and to our guests and consultants to what will be

the first in a series of discussions as far as the FDA is
concer ned.

This is only the beginning of the discussion and
we hope to see not only an excellent review of this
matter today but advice which we can then turn into a
formof action for our internal use because the one point
| did want to make particularly today is that this is not
a hypothetical or theoretical discussion.

The FDA is dealing with these issues every day
and the cases that you will have before you, or have

before you, are real situations with which we are

deal i ng.

| am going to provide a little bit of background
on how the day will proceed and then sonme background as
to how we got to this position, if you will, today or
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where we are.

[Slide.]

You will see fromthe agenda that we will be
tal ki ng about the limts of FDA' s oversight, if you wll,
the role of IRBs, the perspective of industry, the
perspective of physicians who are actively enrolled in

clinical trials, and that is the background part that

wi || happen early this norning.
Then, we will be |ooking at the questions. W
wi Il not be discussing the questions, but we want

everyone to have themin mnd, so we need to present them
publicly, so that everyone will have a context in which
to think about the presentations by our speakers and
consul tants and guests.

Then, we will have a presentation by our experts
in the field of ethics, and then we will ask the
commttee to go through the cases and answer the
guestions that we have presented to them

[Slide.]

This is a slide that this commttee has seen a
nunmber of tines, but | felt it inportant to review as we

go forward today. You will note that there are three
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maj or events that have occurred after decades literally
of effort to provide a nechanism an approach to enrol
children in clinical trials.

The Anmerican Acadeny of Pediatrics, nmany
pr of essi onal societies in the FDA have been dealing with
this issue on record as policy since the seventies. In
1994, the Food and Drug Adm nistration passed a
regul ati on which dealt with a very inportant concept that
we had hoped would bring the seal forward, and that is,
the idea of extrapolation of adult efficacy where
appropri ate.

| am not going to go through those definitions
because this commttee had a whol e session on that | ast
ti me about when one can extrapol ate or not extrapolate
fromadult data, but it is clear that, two things - one,
we can't always do that; and, two, that the response to
that activity or that regul ati on was not what the FDA had
hoped and, in essence, we continued, if you will, in the
same manner of a situation which existed where stil
two-thirds to 80 percent of products being used in
children were not | abeled for use in children, and we

were, in essence, experinenting every day on chil dren.
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So, in 1997, as Joan has noted, Congress took
things into its hands and passed the Food and Drug
Moderni zation Act. In that Act, there was a section 111
on the availability of extension of marketing exclusivity
if you conduct pediatric clinical trials.

Now, this is really the engine driving the
machine, if you will, right now, and | will speak a
little bit nmore about that.

I n addition, the FDA passed regulations in
Decenber of 1998, which we call the Pediatric Study
Requirenments. These are frequently referred to, of
course not by the FDA, but others, as the carrot and the
stick.

| feel that the sumis greater than the parts,
because we think one of the reasons that this is so
successful, the Food and Drug Moderni zation Act offering
of exclusivity, is that if you don't do it when you can
obtain a benefit, and you cone back in later, you wl
have to do it anyway.

[Slide.]

This is a slide for which you should take no

nunbers down, because they are basically inaccurate, and
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you are going to say, well, why am | showing this -
because | am continuously asked where are we as far as
the pediatric rule is concerned, and one of the things I
wanted to point out is that as of April 1999, iif you
have an application in the FDA, you were supposed to have
init if this product is going to be used in
children--well, whether it is going to be used in
children or not, you need a waiver if it is not going to
be used in children--but you need to have in that
application either a waiver if it is not going to be used
in children, a deferral, or the pediatric study.

Peopl e are saying, well, how many studi es have
resul ted because of the rule. | think it is very
inportant to people to realize that the rule, under the
rul e, even though it went into effect and applications
need to have one of those three things in them as of
April, we cannot require studies until the end of next
year, so that when | tell you that these are not--this
doesn't include supplenents, but that there are
approxi mately 45 NDAs that have been approved since
April, you will see that these nunbers don't add up, and

one of the reasons that they don't add up is that many of
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t hese studies or sone of these studies were asked for
previously and the Divisions are now processing them if
you will, the way they always have, but now they have an
addi ti onal piece of information they are having to enter
because we have a new tracking system

So, the other thing that we are pointing out
here is that QA-ing our tracking system as you will see,
that the nunmbers don't add up. W are still trying find
out what has happened with the rest of these because if
you say we have 45 approvals, 6 of those had waivers in
them-and | will put the next slide up, that will show
you what those waivers were--there were 13 approvals with
studi es conpl eted nmeaning they had pediatric studies in
them and if you realize that this is actually an
increase in what we woul d have expected, so we can see
that there is sonme activity that is already being seen,
and that we have deferred only 7, and this is the area
that is new and everybody is trying to |learn how to
docunment that because these nmay have been Phase |V
studi es and we do track those, and they are just not

entering them as deferrals.

So, right now this is where we are on the

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



aj h

Pediatric Rule in that we are beginning to ook at this
process as far as waivers and deferrals, but | don't
t hi nk--and the reason | want the commttee to be aware
why we weren't giving themnore information at this
time--that we didn't have all of the tracking system QA
done that we would |like to have, but it does give you an
i dea of what is going on in the way of application
subm ssions with pediatric studies being conpleted.

[ SlIide.]

Of those applications that had waivers in them
t hese were the indications which had waivers, and | think
nost people would agree. | want to point out sonething.
This says "partial or conplete waivers,"” and that neans
that it could be a conplete waiver as you woul d expect
for testicular cancer in that it does not occur in the
maj ority of the pediatric population, or it could be a
partial waiver where you waived all of the pediatric
popul ati on except a certain age group

[ Slide.]

So, what is happening that is really, as | said,
the engine driving the activity in pediatric clinical

trials is FDAMA, and we say that because even though
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FDAMA was passed in November of '97, the inplenenting
gui dances, if you will, do not occur until the sumrer of
'98, and so we now have, since that tinme, have received
al ready 159 proposals fromindustry.

This is a dramatic change to study children, and
fromthose proposals, FDA, what the |egislation required,
as the commttee is aware, is that FDA make an assessnent
of what studies need to be done to provide a substanti al
health benefit, so this has been a trenendous burden for
FDA, one which we were glad to get, but we are trying to
deci de which studies need to be conduct ed.

We have issued 101 witten requests to sponsors
asking themto study children, again fairly dramatic. |If
you renmenber sone of the prior information we presented
about over six years having only 71 studies.

[ Slide.]

What type of studies are we asking for? | put
this up for two reasons, because | wanted to point out
that of the 101 witten requests that we issued, we asked
for 228 studies, which neans every witten request has at
| east two studies in it, and that these studies, many of

them were still efficacy studies.
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We felt we did not have enough information for
variety of reasons that we won't go into today, that we
needed to ask for an efficacy study.

[Slide.]

Of these 228 studies, we know from 102 of them
how many chil dren were requested to be enrolled in the
studies. Now, you can say why didn't you know for all of
them because some of them were statenents |ike adequate
nunbers to achieve a difference of or power to, so they
don't have exact nunbers.

Where we do have exact nunbers, the point is
only 102 of these studies out of 228, alnost 15, 000
children that would be invol ved.

[Slide.]

Children are being enrolled in clinical trials,
and that is why we are here.

[Slide.]

We know--and these conclusions are ny
conclusions, | tried to summri ze sone of the things that
I think brought us to the point that we are today--that
there are differences in the physiology and devel opnent

that are inportant and that we need to |look at themin

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666

a



chil dren, where you cannot | ook at themin adults.

[ SlIide.]

And ignorance is our greatest risk, and as has
been clearly stated over the | ast two decades, that in
essence we cannot continue this decades |ong daily
experinmentation w thout gathering know edge and
information as to what we are doing. We need to study,
have children involved in clinical trials. That is this
summary, or we will end up--this is sulfanilam de bottles
t hat everyone now knows--where children had the right to
have a new antibiotic just as well as adults, but instead
of studying how to get that product available to
children, it was sinply dissolved in a solution, which
t hen caused renal failure and death, so this is one of

t he great exanples of why things which my appear fine on

the face of them may not do well in children, didn't do
well in adults either.
[ Slide.]

OQur know edge gap is large, and | think this is
one of the things that we have really been struggling
with, is that because we haven't been doing studies in

children, and many of the products that we are using in
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children, we don't have some of the science foundation
that we would wi sh to have.

By that, we are |earning nuch about the
di fferences in physiology and nmaturation of enzynes and
CNS, but endpoints, you nmay have a wonderful endpoint to
study depression in adults, but you may not have such a
val i dated, well-studied endpoint in kids, or if you do,
how far down can you go with that or how far down should
you go with that.

So, there are trenmendous know edge gaps that we
are having to deal with as we nove forward in this
process.

[Slide.]

And that certain processes require children in
them The thin skin of the neonate and the premature
cannot be duplicated with adult skin, and only a child
can tell you whether it tastes good, that they wll take
t hi s medi ci ne.

[Slide.]

Legally, children cannot consent, and in your
handout you had sone very nice articles that discussed

this issue, and that everybody, the Comm ssion, the
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Acadeny, and many of our gui dance have indicated that we
have a very high bar to pass if we are going to enrol
children in clinical trials.

It is our collective responsibility to ensure
the well being of children who participate in these
clinical trials.

[ SlIide.]

To be politically correct, there should be a
gentleman in here also as we go forward into this era,
carefully guiding our children in clinical trials.

[ SlIide.]

As we do it, we need to recognize sone other
i ssues. The reason that this arena has changed is
econom c issues, and conpanies are going to receive an
econom c incentive, and it was felt correct that they
shoul d.

That is not the issue. It is just we have to
recogni ze that that is part of what is inportant here and
driving it, to develop pediatric clinical trials, that
sone famlies may need the noney, and there may be--and
this | amquoting from sone investigators and ot her

peopl e who are now involved in clinical trials--is that
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there actually be a "shortage" of children, of certain
ages, or with certain diseases, to participate in
st udi es.

| have no facts to present you on that. It
doesn't say conclusion, these are just things that we are
hearing, if you will, at this point.

[Slide.]

So, we are here today to | ook at what the FDA
does all the time. W know when we approve a product for
use by the Anerican popul ation, there will always be a
risk. So, are used to doing this, and we understand
there has to be some risk involved. There will always be
sonmebody will not tolerate a product.

But how do you bal ance this, how do you make it
as safe as possible? What are the benefits, what are the
risks for children to participate in trials? The
guestion today is: What if there is no direct benefit
for child?

[Slide.]

As we go forth in this discussion today, there
is a book called, "The Third Chi npanzee," by Jared

Di anond, and he has a chapter called, "Nothing Learned
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and Everything Forgotten.” | think that is very

i nportant. Again, as you saw in your handouts, it was a
very, very good review of nmuch of what has happened in
the field in which children have been the vul nerable
popul ati on throughout history and have been used rat her
indiscrimnately as trial subjects.

It seens |like in reading the articles, one of
the highest risks is to be a child of a physician, but at
any rate, we need to learn from what has happened in the
past .

[ SlIide.]

As Arthur Wchmann was quoted, a Dutch expl orer
who spent his life witing about what happened to New
Guinea, is that they, "commtted the same stupidities
agai n and again; unwarranted pride in overstated
accomplishnents, refusal to acknow edge di sastrous
oversi ghts, ignoring experience of previous explorers,
consequent repetition of previous errors, hence a |ong
hi story of unnecessary sufferings and deaths."” W, of
course, want to avoid this.

[ Slide.]

"Anong the hopeful signs, there are nmany
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realistic, often-discussed policies by which we could
avoid disaster..." Again, fromyour handouts that our
experts have provided, you can see that this is an
ongoi ng di scussion, and we at FDA are participating in
this nowin a very public forum

[ SlIide.]

There will be a public discussion of the ethical
i ssues surrounding the participation of children who will
derive no direct benefit in clinical trials. That is our
st at ement . We can deci de whether that really is the
guesti on.

[ Slide.]

We hope to discuss that if there are
situations-- and you will see, and so we don't have to
repeat the phrase "pediatric population who will derive
no direct benefit,” we have tried to synthesize that down
to either "normal pediatric volunteers" or "healthy
children,” you will see those different phrases
i nt er changeabl y--who could participate in pediatric
clinical trials, and if so, if the answer here is yes,
are there paranmeters we can use to define these

si tuati ons.
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This is in face of what we know is out there
already in the way of recommendations fromthe Conm ssion

and al so the Health and Human Servi ces Subpart D, which

you wi |l hear about this norning.
[ SlIide.]
The presentations that you see today wll be

posted on our web site, so that those of you who wish to
refer back, because we have so nmuch expertise with us
this morning, we thought it would be very hel pful to have
this material available, and we will do so. Gve us a
week or two after the neeting to get it up.

At this point, | have done ny background part
and | would like to introduce now Paul Goebel, who is our
Associ ate Director for Human Subj ect Protection at CDER,
and he will review the regul ati ons and the gui dances that
are in place.

After he speaks, Susan Kornetsky, who has been
with the IRB at Children's Hospital in Boston for | think
over 17 years--is that correct, Susan--yes, will be
speaki ng.

St eve Spi el berg, who is going to present the

perspective of the industry that is participating and
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conducting many of these trials, and Steve has a very
il lustrious background in both research and in drug
devel opnent, and has al so been the chair of the

I nternati onal Conference on Harnoni zati on docunent on
devel opnent of clinical trials in pediatrics, because
many of these studies are being done globally, which I
think is another inportant point for people to think
about as we go through the day.

Dr. Kauffman from Children's Mercy Hospital in
Kansas City, who is very active in the pediatric
pharmaceuti cal research unit, and also brings to us a
perspective as sonebody who is doing these trials on a
regul ar basis, and how he sees this issue.

At that point, we will have the questions and
comments fromthe Advisory Commttee for clarification of
t he nmorning speakers, and then | am going to come back
after the break and introduce the guests and the cases.

Thank you very nmuch.

Conpl i ance | ssues
MR. GOEBEL: Thank you, Dr. Murphy.
[ Slide.]

This discussion will outline the regul atory
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requi renments and gui dance that apply to protection of
pedi atric study subjects.

The following slides will illustrate the
regul atory and | egal status of regul ati ons and gui dance
docunent s.

[ SlIide.]

Regul ations have the force of |law. FDA may
refuse to accept studies that are not in conpliance with
FDA regul ations. [|RBs, clinical investigators, and
sponsors nmay be the objects of FDA enforcenent actions
for failure to neet the requirenents of the regul ati ons.

[ Slide.]

Gui dance docunents, on the other hand, reflect
current FDA thinking, an acceptable approach to neeting
the requirements of the regulations. Guidance is not
bi ndi ng on FDA or the regul ated industry.

Al ternative approaches are acceptable if the
requi renments of the regul ations are nmet.

| RBs, clinical investigators, and sponsors
generally follow FDA gui dance with respect to protection
of human subjects of research. FDA will not initiate an

enforcenent action solely on the failure to follow the
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process outlined in a guidance docunent, however, failure
to nmeet guidance would also nean failure to neet the
regul ati on unl ess an acceptable alternative process is in
pl ace.

[ SlIide.]

The FDA regul ations for human subject protection
consi st of the Part 50 requirenents for informed consent
and the Part 56 requirenments outlining organization and
function of an IRB and the records that an | RB nust keep.

FDA gains its jurisdiction through the product.
These regul ati ons apply to studies in human subjects of
FDA regul ated products, nost commonly drugs, biologics,
and nedi cal devi ces.

[ Slide.]

It may be helpful to point out two itens that
t he FDA regul ati ons do not contain. There is no nmention
of assent by children. There are no regul ations
outlining the specific additional protections that should
be in place when conducting research in pediatric
subjects. The only nention of children is their
i ncl usi on as exanpl es of vul nerabl e categories of

subj ect s.
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[ Slide.]

The FDA informed consent regul ations contain
general requirenments, as well as specific el enents that
must be included in informed consent. This discussion
will not cover the entire set of regulations. The
following two slides show portions of the inforned
consent regulations that are of special interest for
protection of pediatric study subjects.

[ SlIide.]

This slide illustrates that FDA requires
under st andi ng of the consent information by either the
subj ect or the subject's legally authorized
representative, but not both, also mnimzing the
possibility of coercion or undue influence applies to
either the representative or the subject, but not both.
There is no requirenent for understanding or assent by
pedi atri c study subjects.

[ Slide.]

The regul ations do not explicitly nmention
paynent for participation in studies, however, FDA
regards paynment as a benefit, but not a nedical benefit,

t hat shoul d be approved by the IRB and outlined in the
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i nformed consent docunent.

[ SlIide.]

Turning now to | RB nenbership, this section
encour ages, but does not require that individuals
know edgeabl e about and experienced in working with
children be included as nenbers of | RBs review ng
pedi atric studies.

[ SlIide.]

However, there is a requirenent that |IRB nmenbers
have sufficient expertise and experience to conpletely
and adequately review the study, including determ ning
that it neets standards, professional conduct, and
practi ce.

This requirenment may be met by either of two
means: either the qualifications of the established
menbership of the IRB or by the use of consultants.

[ Slide.]

The regulations list eight criteria that the IRB
must determne are satisfied before the I RB approves a
study. Two of the criteria nention vul nerable categories

of subj ects.

[Slide.]
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The I RB nust assure that the selection of
subjects for pediatric studies is equitable. For
exanpl e, appropriate safeguards must be in place when
institutionalized children are to be enrolled. No
specific requirenments are outlined, but the IRB is
clearly required to know the popul ation from which
pediatric studies are bei ng sel ect ed.

[ SlIide.]

This section requires additional safeguards to
be in place when vul nerable subjects are included in the
study. Again, it does not specify or otherw se outline
what those safeguards should be, but the IRB is required
to know when study subjects are from vul nerabl e
popul ati ons and to require safeguards to protect their
rights and wel fare.

[ Slide.]

St udi es conducted outside the United States and
not under an IND nmay be submtted to FDA. These studies
are not required to neet FDA's I RB and i nforned consent
requi renents, but nust neet either the Declaration of
Hel sinki or the laws of the country in which the study is

conduct ed, whi chever provides greater subject protection.
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[Slide.]

The Decl aration of Helsinki requires a m nor
child to give consent when the child is capabl e of
under st andi ng the concept.

[Slide.]

Turni ng now to gui dance published by FDA, the
| CH agreenment will be specifically discussed.

[Slide.]

The International Conference on Harnonization is

a body conmposed of representatives of the regulators and
the drug industry of three areas of the world - the
United States, the European Union, and Japan. The FDA
has published the E6 Good Clinical Practice Agreenment as
gui dance, not as a regul ation.

[Slide.]

The 1CH requires children to be informed, to
gi ve assent, and to sign the consent formto the extent
t hey are capabl e of understandi ng.

[Slide.]

The ICH states that trials with no antici pated
clinical benefit should be conducted only in those who

personal ly consent, sign, and date the consent form
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[ Slide.]

However, these is an exception to this rule.
Surrogate consent is acceptable when all of the follow ng
conditions are nmet: the trial objectives can't be net by
i ncludi ng only subjects who personally consent, the
foreseeable risks to the subjects are |ow, the negative
i npact on the subject's well-being is mnimzed and | ow,
the trial is not prohibited by law, the IRB or | EC agrees
to inclusion of such subjects, and the informed consent
covers this aspect of subject selection.

[ SlIide.]

The I1CH required two additional safeguards for
such trials. They should be conducted in patients with
the di sease under study unless an exception is justified.

St udy subj ects who cannot consent and who are
not anticipated to personally benefit should be closely
nmonitored and withdrawn if they appear to be unduly
di stressed.

[ Slide.]

In addition to the FDA regul ations, there are
two other sets of federal human subject protection

regul ations that pertain to sone pediatric clinical
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studies. These are the so-called Common Rule and the
Departnment of Health and Human Servi ces regul ati ons.

[Slide.]

The Common Rule is adm nistered by each of 17
federal agencies for studies funded or conducted by that
agency. FDA-regul ated studies are not included.

[Slide.]

The HHS regul ati ons are adm ni stered by the
O fice for Protection from Research Risks, which is
presently | ocated at NI H.

The HHS regul ations apply to studies funded or
conducted by enpl oyees of any HHS agency i ncl udi ng FDA.
They also apply to all studies conducted at sites with a
Mul tiple Project Assurance from OPRR, such as nost
children's hospitals.

FDA does not enforce the HHS regul ati ons and
they do not apply to FDA-regul ated studi es, such as those
funded by commercial sponsors.

[Slide.]

There is an overl ap where both FDA and HHS
regul ati ons apply. You see the FDA regul ati ons are here,

conducted by comrercial sponsors. The HHS regul ati ons
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apply here for studies funded by federal agencies, but in
the mddle, we have children's hospitals and ot her
institutions with a Miultiple Project Assurance from OPRR
and in that case, both sets of regulations apply and nust
be conplied wth.

[Slide.]

There are four subparts to the HHS regul ati ons.
Subpart A, the basic portion, is identical to the Conmon
Rule, and is essentially identical to the FDA rules.

The HHS regul ati ons add three subparts that are
requi red when studi es are conducted in a speci al
popul ati on. Subpart B is fetuses, pregnant wonen, and in
vitro fertilization.

Subpart C is prisoners, and Subpart D is when
children are subjects of the research.

[Slide.]

Subpart D contains specific additional
protections for pediatric studies funded by HHS or
conducted in MPA institutions. Again, both the FDA and
Subpart D regul ations apply when FDA regul ati ons are
conducted at sites with Miultiple Project Assurances, such

as children's hospitals.
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[Slide.]

The additional safeguards inposed by the HHS
regul ations vary according to the risks and benefits to
the children. For mnimal risk studies, perm ssion of
one parent and assent of the child is required.

Perm ssion in HHS speak is equivalent to the FDA term
i nformed consent by a legally authorized representative.

[Slide.]

If the study inparts nore than mnimal risk and
presents the prospect of direct benefit to the individual
child, three conditions nust be net: the risk is
justified by the anticipated benefit to the children, not
just the overall benefit of conducting the study, the
ri sk-to-benefit ratio should be at |east as favorable as
the avail able alternative approaches, and assent of the
child and perm ssion of one parent should be obtained.

[Slide.]

If the study inparts nore than mnimal risk or
presents no prospect of direct benefit to the individual
child, and there is only a m nor increase over m ni mal
ri sk, the followi ng conditions nust be net: the process

should be simlar to actual or expected nedical
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situations the child would encounter outside the study,
the study is likely to yield vitally inportant know edge
to the child' s disorder or condition, and assent of the
child and perm ssion of both parents is required.

[Slide.]

| f the study does not qualify for the previous
sections, then, lots of bureaucracy is involved before
t he study can proceed.

[Slide.]

The first test is that the research presents a
reasonabl e opportunity to further progress in solving a
serious problem affecting the health or wel fare of
children, several things have to happen: the study nust
be reviewed by an expert panel, there nust be public
review and coment, and the Secretary of the Departnent
of Health and Human Services nust find that the study
ei ther neets one of the |less stringent standards or the
research again presents a reasonable opportunity to
further the understanding of a serious problem affecting
the health or welfare of children, the study is based on
sound et hical principles, and assent of the child and

perm ssion of both parents is required.
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This process is not easy to acconplish and has
sel dom been attenpted.

[ SlIide.]

The HHS regul ations also outline the conditions
under which assent and parental perm ssion is required.
The | RB determ nes whether children are capabl e of
assent. This decision can be nmade per protocol or per
child. If the research holds out the prospect of being
direct benefit to the children, assent is not required.

[ SlIide.]

Perm ssion of parents is required except
parental perm ssion may not be reasonable in case of
negl ect ed or abused chil dren.

Perm ssion of parents should generally be
docunment ed, nost commonly by their signatures on the
i nformed consent form

The | RB deci des whet her assent of the child
needs to be documented and the extent to which it nust be
docunent ed.

One ot her gui dance docunent will be discussed.

[ Slide.]

The Anmerican Acadeny of Pediatrics has published
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detail ed guidelines outlining the ethical conduct of
studies in children. It is included as a reference only,
al t hough hel pful and often referred to, the guidelines
are not included in FDA or other official federal
regul ati ons or gui dance.

Thi s has been an overview of the federal
requi renments for protection of the rights and wel fare of
pedi atric subjects of biomedical research.

Thank you.

DR. CHESNEY: Thank you very much.

Qur next speaker is Susan Kornetsky from
Children's Hospital in Boston, and she will be speaking
about Institutional Review Board issues.

Institutional Review Board |ssues

MS. KORNETSKY: Good norni ng.

[Slide.]

| am honored to be able to provide the Pediatric
Subcomm ttee with some | RB perspectives about pediatric
research.

[Slide.]

Al t hough the pediatric regul ati ons have been in

effect since 1983, new NIH and FDA initiatives further
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chal l enge the ethical approaches we use to conply with
t he regul ati ons.

Through this presentation, it will beconme clear
that currently, IRBs are challenged in how to interpret
and ethically apply the pediatric regulations. New
initiatives, such as enrolling normal children or
children without a specific disease will be of trenendous
concern if they are even possible to approve.

[ SlIide.]

My presentation is divided into five sections.

I have been asked to provide a brief overview of the
regul ati ons. Paul has done a very nice job of that, so |

am going to go through that very quickly.

This overview is critical and will put into
context the issues we will consider today. |In preparing
for this presentation, | also have spent time gathering

i deas from ot her nenmbers of the IRB comunity, and | wll
present a synopsis of the questions and answers |
recei ved.

Finally, I will end by review ng what | believe
will be the major I RB concerns if and when protocols

i nvol ving normal children and those w thout the disease
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are reviewed by an | RB.

[ SlIide.]

FDA does not specific regulations for the use of
children in nmedical research. Health and Human Services
contains Subpart D. As an IRB with an MPA, they nust
apply the special protections to federally-funded
research. Many I RBs al so choose to apply the speci al
protections for children to all pediatric research
regardl ess of funding source. Therefore, Subpart D in
sone situations is applied to FDA-regul ated studi es.

| need to also add that OPRR is presently very
concerned that Subpart D is not being adequately applied.
Thi s has been a conmmon concern on their site visits.

In contrast to the general human subject
regul ations applied to adults, the special protections
for children specify a risk-benefit threshold which
serves as a stop sign. When you reach this threshold,
you need to stop and consider sone very critical issues
and then proceed only if conditions are justified.

The good clinical practices of the International
Code of Harnoni zation do not include a separate section

for children, however, they do specifically recognize
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non-therapeutic trials in subjects with legally
accept abl e representati on.

[Slide.]

The regul ations divide pediatric research into
four categories. Paul went over them A Category | is
involving mnimal risk with and wi thout benefit, Category
Il is greater than mnimal risk with direct benefit,
Category Ill and Category |V, greater than mnimal risk
with no prospect of direct benefit. Category Ill is the
stop sign | was referring to, and you can proceed if
specific conditions are met. Category IV requires and
HHS panel for all federally-funded research. According
to OPRR as of |ast week, this option has only been used
tw ce.

[Slide.]

These are just the different categories that
Paul went through, so I amgoing to quickly go through
them Category |, there really are no overriding ethica
concerns. Category Il is research presenting greater
than mnimal risk with a prospect of direct benefit.

[Slide.]

Category |11 is where we draw the |ine between
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adult and pediatric research and where the threshold of
ri sk-benefit requires that additional considerations be
made to justify the research

The conditions that need to be satisfied are
presents a risk which is a mnor increase over mnimal,
the intervention presents experiences comensurate with
t hose inherent in expected or actual situation of the
subj ect, the research procedure or intervention is |ikely
to yield know edge about the subject's condition which is
of vital inportance in understanding, and the consent of
both parents is obtained.

[ Slide.]

The fourth category is research that is greater
than minimal risk w thout direct benefit, and the
conditions of Category IIl cannot be justified. 1In this
situation, the protocol nust present an opportunity to
under stand, prevent, or alleviate a serious problem
affecting children. Keep this category in m nd because
this, in turn, may turn out to be the category of
research we are discussing today.

| will now nove to discuss the current problens

for 1RBs when they consider pediatric research. Pl ease
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t hi nk about how these issues will be intensified when
protocols involving normals and those wi thout the disease
under study are presented.

[ SlIide.]

The first question | ask the IRB community is:
What issues are nost problematic for review ng FDA
regul ated pediatric protocols? The responses | received
were as follows:

Many i ndividuals comented that the use of
pl acebos, especially invasive placebos, involving
mul ti pl e shots for extended periods of time and infusions
are still of great concern. The concern stenms fromthe
| ack of benefit for the placebo group conbined with a
i nvasi ve procedure.

The second concern raised was Phase | trials.
| RBs have becone nore confortable with Phase | trials in
oncol ogy and AIDS popul ati ons, however, they still have
significant concerns when Phase | trials are proposed in
children with other disorders.

The problematic issue is the nature of the Phase
I trials, the fact that it presents greater than m ni mal

risk with no potential for direct benefit.
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| ncentives and paynents continue to be of very
| arge concern and the concerns are getting worse. |RBs
frequently see proposed ampunts well beyond conpensati on
for expenses - the sum of the npbney, who receives the
noney, and whet her children and parents should be told
about conpensation prior to agreeing to participate are
commonl y debat ed.

The IRB at Children's has insisted on several
occasions that the amobunts be reduced or the form of
conpensation be nodified before a trial is approved. Not
all IRBs will do this, and therefore, coercion becones a
| arge i ssue.

Anot her concern raised is contraception
requirements. Although this is a particularly inportant
i ssue, protocols may specify nethods of birth control
that may not be commonly used by adol escents.

| need to comment on the pressure at tinme as
very problematic. Investigators constantly inform]|RBs
t hat approval needs to be granted quickly or else the
center will dropped fromthe trial.

Appropriate time for review is essential for all

research, however, issues of tinme may have the potenti al

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



aj h

to create even greater concerns in pediatric research
Et hi cal di scussions, such as today's, need tinme and
t hought ful consideration. A five- to 10-m nute
di scussion at an IRB neeting nmay not be sufficient and
cannot be expected.

Secondly, protocol are often devel oped to obtain
study patients and results in the quickest manner
possi ble. On several ethically challenging protocols
before an IRB narrowing the eligibility criteria nmade a
protocol ethically acceptable, however, the eligibility
l[imtations required a nuch | onger recruitment period and
as a result, it took the investigator a | onger period of
time to conplete the tri al

Many | RBs have comented on the need for
gui dance or information sheets addressing pediatric
research. A pediatric research information sheet woul d
assist IRBs in evaluating pediatric research and rem nd
them of their responsibilities. This wll become
essential if IRBs are asked to review drug and bi ol ogi cal
protocols which include normal subjects and subjects
wi t hout a disorder.

There has been sonme prelininary experience with
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proposing the use in normal children in research with
greater than mnimal risk and no benefit. In a situation
at my own institution, it was determ ned to be

unaccept abl e and changes in the research protocol were

required.
[Slide.]
| want to spend a m nute on the concept of
m nimal risk although we will probably be discussing that

a lot this afternoon, because this really is the basis of
many | RB concerns.

The definition as provided in the regul ations,
the HHS regul ati ons, are the probability and magnitude of
harm or disconfort associated in the research are not
greater in and of thenselves than those encountered in
the daily life or during the performance of routine
physi cal or psychol ogi cal exam nations or tests. Easy to
understand? Not really. This definition is, and
continues to be, problematic for |RBs.

| would like to also read two sections of the
official I RB Gui debook, a publication by OPRR

[Slide.]

In the section under Children, it tal ks about
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mnimal risk and its, "Procedures that usually present no
more than mnimal risk to a healthy child include
urinalysis, obtaining small sanples of bl ood, EEGs,
scratch tests, mninml changes in diet or daily routine,
and the use of standard psychol ogi cal tests.”

[ SlIide.]

The gui debook then goes on to state, "The
assessnment of the probability and magnitude of the ri sk,
however, may be different in sick children and may very
dependi ng on the di seases or conditions the subjects may
have. | RBs may consider children suffering from chronic
di sease who are accustoned to invasive procedures are
pl aced at mnimal risk by involvenent in simlar research
procedures, in contrast to children who have not had such
experiences. "

One m ght conclude that mniml risk may be
considered differently for normal versus sick children,
however, OPRR is also on the record for publicly stating
that this formof relative risk is not a criteria that
shoul d be used in determning mnimal risk in pediatrics.

You can see why the IRBs are confused.

[Slide.]
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These quotations led to the second question |
asked the IRB community. "Do you have problens with the
definition of mnimal risks and m nor increase over
m ni mal ?"

The quotes denpnstrate the problenms wth
deci di ng which research interventions may be consi dered
ordinarily encountered and whet her you can even apply the
concept of relative risk. Even if relative risk is
acceptable, this would certainly not apply to the use of
normal children in some of the cases that we will discuss
t oday.

Sone | RBs do apply the concept of relative risk
and are confortable with this. Another coment was, "W
have so much troubl e determ ning what is considered
mnimal risk, therefore, it beconmes inpossible to think
about what is a mnor increase over m ninmal

| RBs commented that often drug and bi ol ogi cal
protocols, an enphasis is placed on the physical risk,
and not the psychol ogical or enotional risk. How do you
take into consideration risks associated with m ssed
school or |oss of sports practice? How about hospital

adm ssions or trips to the hospital when they are not
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normal |y required?

Often drug conpani es overl ook these issues in
devel opi ng pediatric trials, yet, | know of several
protocols at nmy own institution where parents have
refused to participate for just these reasons, and
expected recruitment has been a problem and very nmuch a
di sappoi ntment for the sponsor, as well as the
investigator. These things need to be thought about
seriously.

| RBs often receive conplaints about
i nconsi stenci es anong different IRBs. This is certainly
apparent in asking IRBs to classify pediatric risk. |
personally do not find this a barrier and feel this
determ nation is consistent with the concept of |ocal or
institutional |RB review.

[ Slide.]

The |l ast question | asked the IRB conmunity was
how t hey obtain a consent and what are their concerns.
As expected, the responses | received are varied. 1In
general, the age IRBs think children are capabl e of
provi ding assent is between 7 and 8. The nethod of

assent varies from verbal agreenment to a signed signature
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on a parental consent form separate assent form and
some institutions even have different assent forns for
di fferent age groups.

| RBs commented that the determ nation as to
whet her a risk is capable often needs to be made on a
subj ect-specific basis rather than a protocol basis. For
exampl e, there may well be a 10-year-old, because of
maturity and enoti onal reasons, may not be able to
provi de assent. This is often not recogni zed.

Anot her issue raised is what is neaningful
assent. It is easy to place enphasis on an assent form
and not the process. Children understand and process
information in nore interactive ways. Visual and
interactive ways of communicating the research are
desirabl e.

Showi ng a child the MRl machinery or using
vi deot apes are just to name a few. We nust pay greater
attention to devel oping a neani ngful consent and assent
process. Many IRBs are just beginning to understand and
address this issue.

The |l ast issue raised, that assent is not always

requi red when involvenent in the research holds out the
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prospect for direct benefit that is only available within
the context of the research. |In this situation, the
parents' decision can override a child. In fact, many
may argue that asking for assent in these situations can
create unnecessary conflicts between parent and chil d.

There may be an obligation to informthe child,
but not seek permission. This is a controversial topic.

[ SlIide.]

In conclusion, | have tried to think ahead about
I RB reactions to research involving normal children and
children wi thout disease in drug and bi ol ogi cal

protocols. The issues | see are as follows:

1. What category of risk will these protocols
fall under? The discussions we have |later will put this
concern into action. |If they fall into Category IV, |IRBs

have very little experience with this category, and many
will just say that the research is unacceptable.

2. Wthout guidance and better consensus about
the definition of mnimal risk, mnor increase over
m ni mal, and experiences commensurate with ordinary
activities, | think some IRBs will beconme paralyzed wth

the type of protocol we are discussing today.
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3. | suggest that FDA assist |IRBs by providing
a gui dance docunent or information sheet. [IRBs |live by
the informati on sheets that Paul Goebel's office have
produced in the past.

4. There needs to be adequate tinme for debate
and consideration. The fact that the subcommttee today
is devoting the entire day to tal k about these issues
denonstrates the magnitude and concern and the need for
t hought ful process.

Thi s approach nay be needed in the IRB
community, as well.

5. Appropriate pediatric expertise on the |IRB
is essential. Wth the exception of the IRBs for
pedi atric academ c centers, often pediatric
representation on IRB will be one pediatrician or at the
nost one or two pediatric specialists. Is this really
appropriate when we start review ng the protocols
di scussed today?

6. As nentioned above, the assent process needs
to be inproved.

7. Wth the past year's history of institutions

bei ng shut down by OPRR, I RBs are scared and carefully
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evaluating their practices for conpliance with the letter
of the | aw

In OPRR s finding with several institutions,
such as Duke University and the University of Illinois,
there is reference made to the | ack of conformance with
t he special protections for children. | personally was
on one of these site visit teans and saw first-handedly
the attention and scrutiny given to pediatric protocols
that raised | ess ethical concerns than what we are
di scussi ng today.

| am not sure where this will |ead and whet her
it wll have an inpact, however, ny sense is that sone
IRBs may tend to be nore conservative for at |east the
i mredi ate tinme-being.

8. There is no question that we need to perform
pedi atric research on children, so they are not continued
to be considered therapeutic orphans. However, we may
need to realize that in some situations, we cannot apply
clinical research nethods accepted in adult trials to
pedi atri cs.

As a result, it is possible that sone studies

just cannot be done. | nust say that | ooking over the
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list of cases to be discussed today, ny first reaction is
there is not way many of these would ever be approved
before ny I RB, however, |, as many IRBs, are commtted to
a process of thoughtful discussion, so that progress can

be made in an ethically acceptabl e manner.

| also need to add that | amfroma pediatric
academ c institution. | think about these issues on a
day-to-day basis. | am concerned that I RBs wi thout the

expertise and depth of know edge may be approached to
approve these studi es because maybe they may be |ess
likely to bring up concerns and approve a protocol.

| ook forward to learning fromthe discussions
ahead of us, and | thank you for this tinme and
opportunity.

DR. CHESNEY: Thank you very nuch for outlining
the conplexity fromthe point of view of the IRB. The
concept of IRB paralysis is one that boggles the m nd.

OQur next speaker is Dr. Stephen Spielberg from
Janssen Research Laboratories, who will be presenting the
poi nt of view of the Pharmaceutical Research and

Manuf act urers Associ ati on.

Phar maceuti cal Research and Manufacturer's Associ ati on
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DR. SPI ELBERG.  Thank you, Dr. Chesney.

[ SlIide.]

| really greatly appreciate the opportunity that
FDA has afforded us to look in sone depth at many of the
ethical issues involved in pediatric clinical trials. It
is quite clear that with the increased activity that is
now goi ng on as a result of FDAMA and as a result of the
1998 Rul e that PhRMA pl aces an incredibly high priority
on the ethical conduct of pediatric studies.

This is sonmething that is an absolute
under pi nning of all that we should be involved in, and
certainly supports the general principles set forth in
t he DHHS docunents, as well, as the further enunciations
and di scussions in the Anerican Acadeny of Pediatrics
Committee on Drugs, and in the step two ICH E-11 docunent
that deals specifically with pediatric research

In the next few mnutes, | amvery quickly going
to go through some of the basic outline of that new
docunment in step two, to provide you a basis for the
di scussi on subsequently of the issues of non-therapeutic

r esear ch.

[Slide.]
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It is quite clear that safe and effective
phar macot herapy in children requires clinical studies in
children, and this basic principles needs to be
continuously remenbered in the context that not to do
such studies places children at greater risk, and | don't
need to go through that in depth now. Dr. Mirphy has
al ready outlined sone of those issues, and | think nost
of you are fam liar with previous therapeutic
m sadventures that resulted from not having the know edge
that we need how to use nedicines in children safely and
effectively.

This means that the ethical inperative to obtain
such needed information is clinical studies has to be
bal anced agai nst the absolute ethical inperative to
protect each and every child in such studies.

This is where have struggled all through the
years and where we continue to struggle, and if we are
doi ng our job properly, probably must always continue to
struggl e.

[ Slide.]

In the I CH docunent, we quickly review the role

of the IRB as a critical protectant of children in
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studi es, the assurance of the scientific validity of
studi es, and the assurance that those studies are indeed
witten for children, and not sinply adult studies with
t he age range changed on them and the assertion that
seens very obvious, but as we have heard al ready, may not
be obvious in the United States, and certainly
internationally has not been enphasi zed enough, that
being that the IRB has to have nmenbers and/or bringing
consul tants know edgeable in pediatric ethical, clinical,
and psychosoci al issues that all of those things have to
be dealt with, and it is not just having a pediatrician
on the IRB, but often nurses and teachers and even parent
representatives who understand the lifestyle of children
and what is and is not distressing or risky for a child.
[ Slide.]
In terms of recruitment of participants, we talk
about information which can be obtained in a |ess
vul nerabl e popul ati on should not be obtained in nore
vul nerabl e popul ations. Clearly, anything that can be
done in consenting adults to provide informtion about
humans, after all, although children do differ from

adults, we are the sanme species, and a |lot of adult
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information can be derived that is inportant in planning
pedi atric studies in children, and simlarly, the studies
i n handi capped or institutionalized children limted to

t hose di seases or conditions found principally or
exclusively in those popul ati ons or where the underlying
conditions of those patients would be expected to alter

t he disposition or pharmacodynam c effects of nedicine.

[ SlIide.]

Clearly, we have talked a little bit about, and
we will have opportunity to discussing later in the day,
the issue of recruitnent and retention of patients in
studies in a non-coercive manner - the issues of
rei mbursenment, and the issues of avoiding coercive
i nducenents, and what those coercive inducenents may or
may not be in an individual setting, in a specific
children's hospital, or in general.

The issue of distributive justice, an attenpt
made to recruit patients representing the denographics of
the community unless there is a valid reason not to, that
we all have both the opportunity to share in the benefits
of research, as well as to share in the risks associ ated

with that research.
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[ Slide.]

Consent of a mnor, again, we deal with inforned
consent fromthe parent or |egal guardian, that
perm ssion for the mnor to participate in the study
typically obtained prior to discussing the study with the
m nor .

We discussed briefly the issue of emanci pated
m nors who are able to sign their own consents, and then
t he assurance that children are infornmed about a study in
| anguage and style--it is not just |anguage as was
al luded to--that are appropriate for their age, and that
active, witten assent obtained fromchildren of
appropriate intellectual age, determ ned by the | ocal
IRB, as is stated, typically around age 7, and of
particul ar inportance is that that assent includes the
child's right to refuse to participate or withdraw from
the study at anytinme despite the fact that their parent
has already consented and agreed that that child may be
participating.

The things tal ked about froma child' s vantage
poi nt and the docunents in your handout by Bill Barthol ne

and others where it is froma child' s perspective of his
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or her own individual autonomy and control over the
situation, and assurance that that is real, that an
investigator will not proceed if the child says no,
overridden under certain therapeutic trial situations
again where a child' s welfare would be endangered by not
participating in a trial.

Now, we get to the issues of risk-distress and
benefit, critical to the ethical conduct of any clinical
study in a child is the need to mnim ze risk, to
m nimze distress, to maxim ze both direct and indirect
benefit to each subject in a clinical trial, and thus,
al ways to strive in doing any of our work, to optim ze
the risk and distress to benefit ratio.

[ Slide.]

How do you minim ze risk? | amthinking here
primarily from an industry-sponsored study point of view
where we are dealing with nmedicines under devel opnent,
per haps those already marketed for adults, or those being
devel oped both for children and adults.

Under standing and utilizing all preclinical data
and clinical safety data in adults, again, renenber

children are of the sane species and that utilizing adult
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phar macoki netic data and safety data derived from adults
is invaluable in planning the safe and effective study of
phar macoki netics and safety in children, in both single
dose and in nulti-dose pharmacokinetic studies.

Designing the studies to mnimze the nunmber of
partici pants consistent with good study design and
getting the data right. |In pediatrics, we have often
been guilty of doing studies in too few children, which
we have underpowered studies and | ack of usable
information. Qur literature is filled with that, and we
have to avoid that, but at the sane tinme we have to
m nimze the nunmber of children who are exposed to
studi es and of procedures, and perform ng studies--this
is absolutely critical--at centers experienced in
clinical investigation and in the managenent of pediatric
patients including in the managenment of pediatric
ener genci es should they arise during the course of an
i nvestigati on.

[ Slide.]

M nim zing distress. Designing protocols
specifically taking into account the needs of children.

We can no |l onger accept adult protocols with the age
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ranges changed on the top of the page and subject
children to fasting periods or tine periods that are
inconsistent with the lifestyle of a child in a famly.
The protocols indeed must be witten in a child-friendly
manner .

Even nore inportant perhaps is the design of the
clinical investigative centers, the same protocol
conducted at different centers can produce very different
| evel s of distress and very different levels of risk for
children, and in order to mnimze both the distress and
ri sk, these centers have to be staffed with personnel
know edgeable in dealing with both the nedical, as well
as the psychosoci al needs of children, and providing a
confortable, famliar setting with age-appropriate
furniture, food, and play equipnent.

This all sounds trivial, but some children are
now bei ng studied at sites that really do not provide
these | evels of confort and conveni ence and di stress
reduction for children.

[Slide.]

M nim zing the disconfort of procedures. |

t hink, as pediatricians, all of us know that the | evel of
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di stress provided by a procedure is alnopst entirely
dependent on the expertise of the staff in dealing with
that child, conforting that child, and being able to get
bl ood on the first stick, and not having to do repeated
veni punctures, absolutely critical.

Al so, offering such things as topical anesthesia
to place IV catheters to avoid the pain of catheter
pl acenent, and the use of indwelling catheters rather
t han repeated veni punctures, mnimzing the vol unes of
bl ood that need to be drawn, and collection of research
sanpl es at the sane tinme that routine clinical sanples
are obtained, again to mnimze the blood volune, to
assure that the catheter can continue to function, and
that children will not have to have repeated pai nful
procedures.

[ Slide.]

In terms of benefit, the AAP Committee on Drugs
di scusses ethically perm ssible when it has been shown
that a potential benefit to the individual child or to
provi de generalizable know edge, and when potenti al
benefits outweigh risks, and they construe benefits in a

broad sense - direct benefit to the patient, advancing
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know edge of the disease or treatnment, and sonething el se
t hat can be provided to the child in a study, that is,
under standi ng by the child that he or she has contri buted
to the welfare of other children, a true benefit that can
accrue to children participating in hel ping other
children, as well as thenselves in clinical trials, but
it has to be done in an active sense.

[ SlIide.]

These are the DHHS categories. Again we are
dealing with the issue here of greater than mniml risk
with no direct benefit, but generalizable know edge about
condition or disorder, so-called non-therapeutic
research.

Here, | will leave the ICH discussion and go on
to non-therapeutic research.

[ Slide.]

Al nost by definition, nost of our single dose
phar macoki netic studies to establish dose and safety, and
to gui de subsequent clinical trials are going to be
non-t herapeutic. However, fromour history of pediatric
t herapeutics, nearly all the therapeutic disasters of the

past have resulted fromgoing on into clinical trials not

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



aj h

under st andi ng the pharnmacoki netics of drugs in children
and therefore |leading to overdoses, everything from

chl oranpheni col Grade AB syndronme on up and down the
l'ine.

That information is indeed critical to
subsequent safe and effective pharnmacotherapy and it is
critical to subsequent clinical trials of efficacy in
chi |l dren.

It is typically performed in patients with the
di sease for which the drug was intended. This differs
fromnmost adult Phase | trials which are again done in
normal volunteers. This increases the potential benefit
to the individual patient, as well as to other children,
and participants in such "Phase | studies" often end up
being offered the possibility or are eligible then to
participate in subsequent clinical studies or open-|abel
use of the nedicine earlier than m ght be available for
other children, so that in this setting, benefit can be
optim zed.

[Slide.]

We tal ked about the issue of mnimal risk or

m nor increase over mnimal risk and the difficulties
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that I RBs have, and that is clearly going to be one of
our discussions - the nature comensurate with the
patient's expected nedical, psychol ogical, social, or
educati onal experience.

s the single needle stick or placenent of a
catheter within the experience of npost children going to
t he doctor? Perhaps, but certainly a bone marrow
aspirate would not be except in children with cancer, who
have havi ng repeated bone marrows, in which case perhaps
a bone marrow biopsy in the context of studying a new
chenot her apeuti c agent m ght be acceptabl e.

[ Slide.]

St udyi ng subjects, how do you optim ze benefit?
By studying subjects ultimately likely to benefit
t hensel ves from the nmedication, and then we will go on
into sone special considerations of the limted
circunst ances of heal thy subjects.

But | would also |like to point out that whether
the child is a patient or the child is a healthy subject,
t he educati onal conmponents about science and nedi ci ne,
about altruismand how we really are all in the same boat

on this planet, and how we can contribute to the welfare
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of other children can be a major benefit to children.

[Slide.]

In a study at Children's Mercy Hospital in
Kansas City--1 hope | amnot taking this from Dr
Kauf fman--but it is an inmportant study because indeed it
| ooks at the issue froma child s point of view, and in
all issues of consideration of distress and of risk, we
have to think about it froma child s point of view

This is a study of 5- to 16-year-olds
participating in studies in what | believe is one of the
best units for doing pharmacokinetic and
phar macoki neti c/ phar macodynam ¢ studi es, 95 percent of
the children said that they would participate in another
st udy.

The main reason that they wanted to participate
was a desire to help other kids and to increase nedica
knowm edge. Altruismis alive and well in children.

The negative comments about the experience truly
were mnimal. Most of them conpl ai ned about food in the
hospital - rational, they know, blood draw ng, but often
not really a big deal particularly when it was done in

the context of offering Em a and other topical anesthesia

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



aj h

and done by people expert in doing this. Once the |V
catheter is in place, the children go and play in the
pl ayroom play video ganes, play with toys, play with
their peers, and periodically conme back to the nursing
station to have bl ood obtained through that catheter.

Sl eepi ng overnight in the hospital, as was
tal ked about, can be a distressing experience for
children. It also can be a positive |earning experience
for children. It depends how it is done.

[Slide.]

Now, studying of healthy subjects. Just sone
initial thoughts. Children who are clinically stable
with a chronic illness, for exanple, children with
asthma, it may incur less risk and be |l ess distressful to
a patient to do a non-therapeutic pharmacokinetic study
at a time that a child is not acutely ill, it may be.

It may be acceptable to study sone nedications
for conditions for which that patient may be at increased
ri sk, for exanple, some children with cancer, who may be
in need of new antifungal therapy, they nmay i ndeed be the
nmost |likely to benefit fromthat new nedi cati on over

time, may be an acceptable patient population, but stil
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must fulfill 45 CFR 46.404 or 406, the m nor increase
over mnimal risk issue again as defined with sone
difficulties often by the IRB

[ SlIide.]

VWhat about nornmal pediatric subjects for
di scussion, again to fulfill these criteria, | would
argue it should be for medications for illnesses likely
to occur in normal children. W are not usually going to
study nedi cations for rare di seases, obviously, for
cancer, for diseases where there can be studies in
children with the disease in question, but again with
extrenely careful consideration of what this mnor
i ncrease over risk neans, data-driven approach from
chil dren about their perception of disconfort and ri sk,
and data-driven fromthe science about the conpound, what
do we truly know about the risk of that conpound in the
human popul ati on before going into a pediatric
popul ati on.

| would further submt this should be in
children able to assent to participate, able to
under st and and perhaps thus able to gain additional

benefits in ternms of their understandi ng of what their
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participation in such a trial does indeed nean.

[ SlIide.]

M nim ze the requirenments for non-therapeutic
studies in younger children. This is a lesson | think to
t he agency, to us, and to investigators. Were studies
can be done other than in the context of involving norm
chil dren, obviously, we should try for that, and this
means an intelligent application of pharnmacokinetic data
and of devel opnental pharnmacol ogy principles along with
t he use of popul ati on pharmacoki netic studies in the
context of therapeutic studies.

I n other words, for exanple, understanding the
phar macoki neti cs and the nechani sns of clearance of a
drug in older children able to assent, in younger
children not able to assent, doing it in the context of
t herapeutic studies using popul ation pharmacoki netics and
our evol ving know edge of devel opnental pharmacol ogy to
under st and what the right dose is, so that when that
medicine is on the market, risk to patients, rea
patients is going to be mnimzed and benefit to real
patients is going to be optim zed.

[Slide.]
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I n summary, then, the existing guidelines really
do provide us a great deal of information. The Acadeny
of Pediatrics has expanded on this, the |ICH docunents
have expanded on it. Several of the things in your
package have expanded on it. Clearly, IRBs are stil
struggling with issues and we need to address those
t hi ngs up-front.

We need to assure that the standards that are
detailed in these guidelines are involved in all studies
of children and that these principles are set forth and
are assured in all investigation of pediatric subjects.

We need to be sure to keep studies to a m ni mum
consistent with obtaining critically needed know edge and
al ways ask ourselves is that study really needed to get
the information to assure that when we are using that
medicine in a therapeutic setting it can be used
optimally.

Studies of clinically well or healthy subjects
can | believe be done, but require truly an additional
| evel of protection.

Thank you very nmuch.

DR. CHESNEY: Thank you very much, Dr.
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Spi el berg. That was very, very hel pful.

Qur | ast speaker before the break is Dr. Ral ph
Kauffman from Children's Mercy Hospital in Kansas City,
and | understand he is a nmenber of the PPRU there, who
will speak fromthe point of view of the investigator.

| nvesti gat or Comments

DR. KAUFFMAN: A nunber of the things |I am going
to touch on have been nentioned this norning, so | will
try to move through themfairly quickly.

[ SlIide.]

Steve just nmentioned sonme of the areas, the
so-cal l ed non-therapeutic research occurs, and these are
the areas that we have particularly been involved in, in
the | ast few years, where an investigational drug is
given to a child with the target condition, but in the
phar macoki neti c studies, for exanple, no therapeutic
intent in the study or the adm nistration of an
experinmental drug to a child with a chronic condition,
which is in rem ssion, such as asthma, at the tine of the
study, so there is no expectation of therapeutic benefit,
i medi ate therapeutic benefit, or the adm nistration of

an investigational drug to the normal child.
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[ Slide.]

The fundanental question here is are there
circunst ances under which it is ethical to include normal
children in a study when they cannot fully understand or
assess the potential benefits and risks, and from which
t hey can expect no i nmedi ate drug benefit.

[ SlIide.]

The basic rights of children under the
principles that we are all famliar with are no different
than adults, however, it is the interpretation and the
application of these principles in the context of this
type of research that raises the fundanental questions.

When including children in clinical research, we
have an obligation to take special care to assure that
they are included in the benefits of research and, at the
sanme tinme, they are not exploited or placed at undue
risk, and this is the risk-benefit assessnent.

[ Slide.]

| am going to be very brief here, but |I have to
mention informed consent to set the context for sone of

my |ater comments.

This has to do, of course, with the principle of
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respect for the autonony of the child, respecting the
rights of the child as a person, as an end and not a
means, and we will discuss this nore |ater.

[ SlIide.]

Probably the nopbst inportant aspect of this
di scussion is how do we assess risks and benefits in the
context that we are discussing today. Sone have argued
that children can never participate in research subjects
unl ess there is a potential for direct and i medi ate
t herapeutic benefit regardl ess of how m niml the risk.

On the other hand, if the risk is mniml or
slightly greater than mniml, as you have heard, and
conparable to the risk the child m ght experience in
everyday life, it can be argued that children could
participate in non-therapeutic research if they m ght
benefit in the future of there is potential benefit for
t he popul ation represented by that child.

[ Slide.]

Thi s argunent has evol ved over the past 20, 25
years, and the evolution is reflected to sone degree in
the American Acadeny of Pediatrics Conmttee statenents

on et hical guidelines.
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In 1977, in the summary paragraph of their
statenent, the Comm ttee on Drugs of the Acadeny of
Pedi atrics said, "In general, the Conmttee on Drugs
believes that it is not ethical to conduct studies which
of fer no benefit to the child subject.”

Now, that is pretty clear.

[Slide.]

However, in 1995, Steve showed you part of this,
that statenment disappeared, and in its place we have a
par agraph that says, "Research studies nay be consi dered
ethically perm ssible when they can be shown to have
potential benefit to the individual or provide
general i zabl e know edge and when the potential benefits
out wei gh the potential risks."

[Slide.]

Benefits should be construed broadly, should
take into account the inportance of |earning about a
di sease process or biologic function, providing
i nnovative treatnent for the subject's own benefit, and
t he understandi ng of the child that he or she has
contributed to the study of a childhood di sease or the

bi ol ogy of children, the benefit of participation that
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Steve alluded to a nonent ago.

So, the '95 guidelines fromthe Acadeny of
Pedi atrics do provide the suggestion or open the door to
the idea that benefits may extend well beyond the
i ndi vi dual therapeutic benefits fromthe investigational
drug per se if carried out in a certain way and in the
ri ght context.

| would like to make several points regarding
the broad interpretation of benefits and risks.

[Slide.]

In addition to the potential for children to
anticipate future benefit frominformtion derived froma
study that | have alluded to, or for therapeutic benefit
for a category of children, | would like to argue that as
suggested, in the AAP guidelines, children at sone age
have the capacity to derive satisfaction and benefit from
t he experience and know edge that they have hel ped
others, that is, altruism and that this experience, in
and of itself, can be beneficial.

The experience of participating as a research
subj ect also can be educational to the child if the

context is structured to provide that experience, so do
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children have the capacity to be altruistic and can
non-t herapeutic study or participation in that be
educati onal .

[ SlIide.]

St eve showed you the study that was conducted
| ast year at our center. | wll show you sone of the
dat a.

[ SlIide.]

This was in 63 children, 5 to 16 years of age.
It was a survey designed to understand the children's
perception of their experience, not the adult's
perception of the child' s perception, and that is an
i nportant distinction.

Most of what we have read and heard over the
years i s our perception of what children perceive. W
were surprised, frankly. The npst common reason that
ki ds gave for participating in non-therapeutic
research--and nost of these were pharnmacokinetic
studi es--was, as Steve said, hel ping other children or
contributing to new know edge.

| ncentives and conpensation were nenti oned about

alittle over a fourth of the tinme, and then ot her
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reasons were given.

[Slide.]

VWhat was the best thing about being in the
study? Well, it was fun, whatever that neans.
Contributing to other kids or to new knowl edge and the
quality of the care interaction and the experience, but
the point | want to nake here is that the great majority
of the kids identified this as being a positive or not a
negati ve experience.

[Slide.]

What was the worst thing? A third of the
children said there wasn't any worst thing. About a
fourth of themidentified i ssues of needl e placenent,
whi ch we expected this to be the dom nant issue because
all these kids had indwelling catheters for 12 to 24
hours.

They didn't like the food, as Steve said, and
the nedicine tasted bad, and the teenagers didn't like to
be woken up at night do things--right, at 4:00 in the
nmor ni ng, right.

[Slide.]

So, | think that we have sonme prelimnary
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evi dence that there can be benefits from participation in
so-call ed non-therapeutic research apart from direct
i medi ate therapeutic benefit. |t also supports the
argument that children can participate froman altruistic
notive.

| would like to make a few additional comrents
about how we as a community view risk. The beginning
prem se whenever we discuss this, and the prevailing
intuitive view, is that research is inherently risky and
including children in clinical research invariably
exposes themto increased risk, and sonetines this is
true, but in fact, there is a persuasive body of
literature that indicates individual subjects my
actually benefit from and be at less risk, when enrolled
in a carefully conducted controlled clinical trial than
when receiving untested therapies under uncontrolled
condi tions.

[ Slide.]

I n addition, we nust consider in the context of
ri sk assessnment, the risks associated with not including
children in research, and this has been nentioned this

nor ni ng.
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John Tyson, who is at Baylor, has nade an
el oquent case in a paper published about four or five
years ago, that the use of unproven therapies, which is
conmmonpl ace, as you know in pediatric practice, when
conducted outside a controlled research protocol,

i ncreases risk and constitutes uncontroll ed
experinmentation in the individual child.

He cites several dramatic exanple of how
t housands of infants have been injured or died because
experimental therapies were wi dely used w thout
appropriate research to establish benefit or risk

[ Slide.]

The history of therapeutics in kids is riddled
with exanples even in the current day. So, there is
significant risk associated with not doing research in
kids. In fact, Dr. Barbara Schm dt from McMaster has an
article in last nmonth's--1 think it is either Pediatrics
or Journal of Pediatrics--showing that infants in a
pl acebo arm of a study had significantly better outcones
t han those who were not enrolled, but were matched, but
el ected not to enroll in the trial. The placebo patients

did better than those who didn't participate.
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[ Slide.]

| want to nake a couple of comrents about risk
fromny perspective as an investigator, additional
comments. There are two aspects of risk that | don't
want us to forget today as we discuss this, and that
concern ne nost.

The first, | have already alluded to, and that
is the risk to the general population of children
associ ated with wi despread use of unproven therapies
outside the ethical oversight and scientific rigor of
carefully controlled clinical trials.

The second is the rapid energence under the
incentives and pressures of FDAMA and soon upon us the
"98 Pediatric Rule, of pediatric research being conducted
by research organi zati ons and investigators inexperienced
in pediatric nmedicine, in pediatric ethical issues, and
clinical research, who are involving children in clinical
research protocols, many of which are non-therapeutic,
wi t hout any cogni zance or recognition of the ethical
i ssues involved. | believe this presents one of the
greatest risks of exploitation of children that we

currently face.
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[ Slide.]

I n our own experience, having said all of this,
we are still evolving, but this is what we currently are
using at our place to guide us in designing or accepting
participation is various protocols, and our IRB currently
pretty much works on these guidelines, too.

We have included subjects who are capabl e of
gi ving assent, at |east having some input into the
decision to participate. 1In all the protocols, there has
been substantial adult safety information available to us
at the time we started the pediatric Phase | or |
st udi es.

In the judgnment of the IRB, the study has
involved only mnimal or only slightly nmore than m ni mal
ri sk, and I acknow edge the problens in defining those,
and in these cases, there has been potential benefit or
future benefit to these subjects or a general benefit for
t he popul ation represented by that subject.

These have included new ast hna t herapy drugs,
new anti-asthmatic agents in children with a history of
ast hma, but who are physiologically normal at the tinme of

t he study, pharmacokinetic or bioavailability study of an
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antibiotic that potentially could be used by the child
and other children in the future, or the sibling of a

di abetic who has a 10- to 20-fold higher probability of
devel opi ng di abetes and nmay benefit from a di abetes study
in the future.

We have declined to participate in sone trials
t hat we thought could not ethically be conducted, for
exanpl e, a pharmacokinetic study in normal children of a
cardi ovascul arly active agent that we thought the unknown
ri sks or even the known risks were excessive for
i nclusion of normal children.

[Slide.]

So, | submt that there are situations in which
non-t herapeutic research, sonme of which may include
normal children, can be ethically done, not in this
situation, but here, a group of kids with their IV s in,
pl aying on the nmerry-go-around in our playroom who are
making this a positive experience and al so contributing
to the welfare of others.

So, as we discuss these issues today, | hope we
w |l keep the benefit and risk issue considered in its

br oadest sense, and not repeat sone of the m stakes we
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have made in the past.

Thank you.

DR. CHESNEY: Thank you very much, Dr. Kauff man,
very, very interesting.

We do all have m crophones on now, so | think we
woul d |Iike to have everybody go around the table and
i ntroduce thensel ves. Maybe we can start at this end,
and if you could give your nane and affiliation, and al so
for the benefit of other people in the room whether you
are a nenber of the subcommttee or a consultant or

guest .

I ntroducti ons
DR. WALTERS: My nane is Leroy Walters. | am
fromthe Kennedy Institute of Ethics at Georgetown
University, and | am a non-voting guest at this nmeeting.
DR. EDWARDS: Thank you. | am Kathy Edwards. |
am a pediatrician from Vanderbilt University. | ama

menber of the comm ttee.

DR. KAUFFMAN: | am Ral ph Kauffman from
Children's Mercy Hospital, Kansas City, Mssouri. | am
Di rector of Medical Research there. | ama non-voting

consultant to the subcomm ttee representing the American
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Acadeny of Pediatrics.

DR. NELSON: | am Robert Nelson from Children's
Hospital, Wsconsin and the Medical College of Wsconsin.
| am a pediatric intensive care physician and chair of
the IRB there, and | ama voting nmenber of the commttee.

DR. O FALLON: Judith O Fallon, biostatistician
at the Mayo Clinic, and I am a nenber of the commttee.

DR. RODVOLD: Keith Rodvold, University of
Il'linois at Chicago, Colleges of Pharmacy and Medi ci ne.

I am a nenber of the conmttee, and | am the consuner
representative for the commttee.

DR. LUBAN: Naom Luban. | ama pediatric
hemat ol ogi st/ oncol ogi st from Children's Hospital and
George Washington University School of Medicine, and | am
a menber of the commttee.

DR. SZEFLER: Stan Szefler from Denver,

Col orado. | amthe Director of Clinical Pharmacol ogy at

t he National Jew sh Medical and Research Center where we

have a focus on chil dhood asthma and also | am one of the
principal investigators for the Denver site for the

pedi atric pharmacol ogy research unit network

DR. SPIELBERG. | am Stephen Spielberg. | am
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head of Pediatric Drug Devel opnent at Janssen Research
Foundation. | am a non-voting consul tant menber
representi ng PhRMA

DR. FINK: Bob Fink, pediatric pul nonol ogi st at
Chil dren's National Medical Center, Washington, D.C. |
am a voting nenber of the committee.

DR. HUDAK: Mark Hudak. | am Chief of
Neonat ol ogy at University of Florida at Jacksonville, and
voting nmenber of the commttee.

DR. SANTANA: Victor Santana. | ama pediatric
oncol ogi st at St. Jude's Children Research Hospital in
Menmphi s, Tennessee. | also serve on the FDA Advisory
Committee for Oncologic Drugs, and | am a voting nenber
of this commttee.

MS. PETERSON: I am Jayne Peterson with the FDA,
the Advisors and Consultants Staff, acting as the
Executive Secretary for the subcommttee.

DR. CHESNEY: M nane is Joan Chesney. | amin
t he Departnment of Pediatrics at the University of
Tennessee at Menphis, and a voting nmenber.

DR. DANFORD: | am David Danford. | am a

pedi atric cardiologist at the University of Nebraska

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



aj h

Medi cal Center in Omha, and | am voting nenber of the
comm ttee.

DR. BOTKIN: | amJeff Botkin. | ama genera
pediatrician fromthe University of Utah and Primary
Children's Medical Center.

DR. GORMAN: | am Richard Gorman, a pediatrician
in private practice and a voting nmenber of the commttee.

DR. CLAYTON: | am Ellen Clayton from Vanderbilt
University, and | am a guest of the commttee.

DR. WARD: | am Bob Ward fromthe University of
Ut ah, a neonatologist. | represent also the Anmerican
Acadeny of Pediatrics Commttee on Drugs and direct the
Pedi atri c Pharmacol ogy Research Program at the University
of Ut ah.

DR. FOST: | am Norman Fost, pediatrician and
Director of the Medical Ethics Program at the University
of Wsconsin, and chair of the IRB there.

MS. KORNETSKY: Susan Kornetsky from Children's
Hospital in Boston, and | am a non-voting consultant
representing the IRB community.

DR. KODI SH: | am Eric Kodish, pediatric

oncol ogi st and principal investigator for Children's
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Cancer Group at Rai nbow Babies and Children's hospital in
Cl evel and, and a faculty nenber at the Center for

Bi onedi cal Ethics at Case Western Reserve, and | am a
guest, non-voting.

MR. RACKOFF: My nanme is Jonathan Rackoff. | am
a fellowwth the Departnent of Clinical Bioethics at the
Nl H, and I am a guest.

DR. WLFOND: M nane is Ben Wlfond. | ama
pul monol ogi st at the NIH, and | am a guest.

DR. MURPHY: Di anne Murphy, Associate Director
for Pediatrics at CDER-FDA.

DR. CHESNEY: Thank you very nmuch. W are
running pretty close to tinme, but we do need to provide
five or 10 mnutes at this point to ask anybody at the
table if they have specific questions about the materi al
present ed.

Are there any questions for any of the speakers?
Yes.

Questions and Coments fromthe
Advi sory Subcomm ttee
DR. FINK: This is a general question |I guess

that the ethicists my address, that if you have a study
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t hat has greater than mnimal risk with direct benefit,
but is placebo controlled, is that ethical for those
patients who will be assigned to the placebo group?

DR. FOST: | amgoing to be tal king about that
at sonme length, if you want to wait.

DR. CHESNEY: Are you willing to wait?

DR. FI NK:  Yes.

DR. MURPHY: | also wish to state that at the
next nmeeting that we will have on ethics will address the
i ssue of placebo-controlled trials in children, so

think it is a very big, broad issue just so people wll

know.

DR. CHESNEY: Yes.

DR. FINK: This is Dr. Fink again. One other
question. It seemed like there was a presunption that it

was nore ethical to involve individuals in

non-t herapeutic research who had the di sease, the drug
under study would potentially contribute to, but | would
wonder, as a pediatric pul nonol ogi st, asthmatic patients
al ready bear a high disease burden and in the sense of
fairness, isn't it maybe better to involve the genera

pedi atric population in the study of drugs for the
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treatnment of asthma rather than those children already
burdened with ast hm?

DR. WLFOND: | will be addressing that in ny
tal k.

DR. CHESNEY: Yes, Dr. Gorman.

DR. GORMAN: This is to Dr. CGoebel. You
nmenti oned MPAs for Children's Hospitals. Do the DHHS
requi renents for Subpart D also apply to Single Project
Assurance numbers or Single Project Assurances for
anbul at ory studi es?

DR. GOEBEL: No, they do not. The Single
Proj ect Assurances generally do not include a provision
that the assurance has to apply to all studi es done at
the institution, whereas, the MPAs usually do.

DR. CHESNEY: Yes.

DR. WARD: As a neonatol ogist, linking the
i nvol vement to assent continues to | eave the neonate as a
t herapeutic orphan, and if you go down the therapeutic
m sadventures that litter our pediatric history, the
neonate has been the predom nant player in those.

Steve, Ral ph, Dr. Kornetsky?

DR. CLAYTON: Well, | can say that | amgoing to
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talk a little bit about that issue. One of the points
that | will say in anticipation of that is that it is
fairly clear that if we insist on assent, and if insist
on parental perm ssion, then, in fact, there are studies
on neonates that absolutely aren't going to be done.

One of the issues that | amgoing to raise is
that there may be--certainly not under the current
regs--but there may be tinmes when it may be necessary to
do these studies w thout assent even with the idea that
we really do need to understand sonet hi ng nore about what
we are doing with little kids.

| mean | absolutely am synpathetic with what you
are sayi ng.

DR. CHESNEY: | have one question for Dr.
Kauffman that | don't think any of the ethicists are
going to raise. | amintrigued by the possibility of
doi ng studies with groups of children, and you showed a
group on the play equipnent.

Have you done groups of children sinultaneously?

DR. KAUFFMAN: Yes, we have. In fact, the
pi cture, it just happens the picture that | had

avail able, that | showed, was a famly of four or five
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si blings who canme in at one tinme and did the study
t oget her.

On anot her occasion, talking about an altruistic
experience or educational experience, on another occasion
we had six children in at one tine in the unit. There
were ill children, hospitalized children in an adjacent
area of the hospital, and a part of the activity of those
kids while they were in for 24 hours doing their PK
study, was to work with the child life people to work
with the sick kids to do sone activities with them This
was a very positive thing for both the ill kids, as well
the kids participating in the trial.

So, yes, we have done up to six at a tinme on
some occasi ons.

DR. CHESNEY: It raises a number of
possibilities for classroom projects, and so on.

DR. EDWARDS: As an Associate Director at the
Clinical Research Center at Vanderbilt, we are finding
that a nunber of centers have been |inked, adult and
pedi atric, for many years, and a nunber of centers that
were not |inked had both an adult and a pediatric unit

are being conbined, and I think one of the things that
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m ght be very hel pful for Dianne or other people fromthe
FDA to talk with the people that are in charge of the CRC
Networks to rem nd them that pediatric environnents are
very inmportant and certainly the slides that Dr. Kauffman
showed, because where we are in austere financial tines
and conbining centers, it is really inportant that there
still is a very unique pediatric perspective in those

si tuations.

Dr. Kauffman, you are a unique pediatric
free-standi ng and don't have adul ts.

DR. CHESNEY: It also raises the possibility of
having a teacher go with the children and the parents go
with the children, and whol e groups from churches or
what ever go.

Any ot her questions before we nove to the break?

[ No response. ]

DR. CHESNEY: AlIl right. Wy don't we break,
and if we could be back by quarter after 10:00, because
we do have a full nmorning with our ethicists speaking.

Thank you.

[ Break. ]

DR. CHESNEY: W are ready to begin the second
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session. W didn't forget the time, but the m crophones
had to be rehooked up, so | hope you enjoyed the extra
few m nutes.

We are going to start for the next 15 m nutes by
having Dr. Murphy present the case studies that she woul d
like us to discuss in detail this afternoon, and then we
will introduce the ethicists to you.

Presentation of Case Studi es/ Questions

DR. MURPHY: Thank you.

Again, we will not be discussing these. These
are to refresh your menory for the commttee and for
those in the public who have not seen these cases, to |et
you know the actual situations which we will be
di scussing, so that you will have these in m nd when our
experts are presenting their discussion.

1. A manufacturer wi shes to taste test a new
elixir formulation of an antibiotic that has been
approved for use in adults. The intended study
popul ation is asynptonmatic, healthy children. The study
design is to provide each child with a single dose of the
anti biotic, observe for one hour and record reactions.

For children who are capable, a short questionnaire about
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taste tolerance and palatability will be given.

The questions that will be addressed to the
commttee are:

A. Does the study exceed the threshold of a
“m nor increase over mniml risk"? The issue that
everyone finds so difficult, you get to decide this
nor ni ng.

B. Would any precautions or exclusions mnin ze
risk?

C. Could this study be performed in children
who cannot give assent (under a certain age)? W are
trying to get at the age issue here.

D. Wuld it make a difference if the children
had a di sease potentially responsive to this therapy? As
you will remenber fromyour l|letter, even though the
di scussion is about children who do not have the disease,
we want you to reflect upon how that would or woul d not
change each case.

E. Wuld it make a difference if this were an
i nvestigational drug, and the issue here that we are
asking you to think about is the fact that if this is not

al ready approved in adults, we have nmuch | ess experience
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with this product.

So, you are now changi ng the database upon which
you are going forward, it is less as you will be studying
this product.

The second case, please.

2. A sponsor has devel oped a new fornmul ati on of
an anticonvul sant approved for use in adults. The
i ntended study popul ati on again is asynptomatic, healthy
children. The study design is to provide each child with
a single dose of the anticonvul sant, observe, and obtain
one or two bl ood sanples for participation in a
popul ati on pharmacoki neti c study.

A. Does this study exceed the threshold of a
"“m nor increase over mniml risk"?

B. Wuld there be any precautions that would
mnimze this risk?

C. Could this study be performed in children
who cannot give assent? The age issue.

D. Wuld it nmake a difference if the children
had the di sease?

E. Wuld it mke a difference if this were an

i nvestigational drug product?
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On this one, we have made it even a little
harder, because we have, as | keep saying, these are real
cases, and we are trying to be efficient, so we are
rolling sonmetimes a couple of situations into one.

F. If the pharmacokinetic design was to obtain
sanples at 1, 2, 4, 6, 8, 10, 12, 18, and 24 hours, would
you allow the study to proceed or place any restrictions
on the study?

G And then Question G Wuld your answers to
A through F be different if the formnulation under study
were an anti histam ne instead of a anticonvul sant? Here,
we want you to address the severity of the disease.

Next, pl ease.

3. A sponsor has devel oped a new formul ati on of
an ophthal m c agent approved for use in adults. The
i ntended study popul ation is asynptomatic, healthy
children ages 3 to 8. The study design is to provide
each child with a single dose of the ophthal mc agent in
their eye, observe them for two hours for adverse events,
and if no adverse events are noted, then, they are to
continue in this trial for a nmulti-dose 6-week study. It

is not known if such agents woul d have any uni que i npact
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on visual acuity in this age group where visual acuity is
still devel opi ng.

We will be asking those four sets of questions
that were in the prior two questions about "m nor
increase over mnimal risk," how do you mninize the
ri sk, would you nmake a definition by age or define who
woul d be in these studies, or would it make a difference
how much information you had if this product had not
al ready been approved in use in adults.

4. A sponsor is developing a new MRl contrast
agent and wi shes to test safety and tol erance in
children. The study design is to adm ni ster one dose of
the intravenous contrast agent to hospitalized children
with indwelling catheters, or who have previously
establ i shed intravenous access, and observe the children
for two hours.

In this situation, we are asking the sane
questions, and this population is obviously a popul ation
that is coming into the health care system for a reason.
How does that change how you | ook at this? Answer the

same questions A through D.

E. Now, would your answers to A through D be

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



aj h

different if the children were being admtted for

pl acenment of drainage tubes, so we have really changed
the scenario for your last question, but it is children
who are conming in, the thene here is children who are
com ng into the health care system for sonething,
procedure. The second procedure is that they are going

to come in and have PE tubes placed, and instead of a new

MRI agent, an investigational antibiotic will be given
prior to surgery, and there will be subsequent sanpling
of the mddle ear fluid, which will be obviously com ng

out when they put the PE tube in, natural forces, nothing
that will be done to the child to obtain that fluid
except aspirate it, and they would obtain the serum
sanpl e.

How woul d t hat change your answers A through D?

5. Then, final question. What is the inpact of
conpensation on parent/child perm ssion/assent?

A.  Wul d conpensation unduly influence a
child' s assent? You have heard some of that discussion
already. We want to make sure that that is specifically
addressed at the end of this and how we | ooked at our

prior cases. The specific question here is should a
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child be aware/told of conpensation prior to giving
assent, if they are at the age to give assent?

B. Does conpensation conprom se a parent's
perm ssion to allow participation of their child in a
clinical trial? Again, many of these issues have been
previously discussed, and the National Comm ssion has
tal ked about these, but we want you to answer these
guestions in the context of these are the types of
studi es that we are receiving, and how woul d the nature,
anmount, and recipient of the conpensation affect this
deci si on?

We | ook forward to the comm ttee addressing
these and to hel p you, we have asked our panel of experts
here to address specific conponents of this risk-benefit
ratio, and | have asked the speakers who are going to
address these issues to provide a sentence or two to you
about what they think in their background, why we asked
themto speak, if they think there is something you need
to know in addition to the fact of what their institution
was from whence they canme. So, instead of ny doing that,
| asking you all to do that.

Thank you very nuch.
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DR. CHESNEY: Thank you, Di anne.

We have six speakers and each individual wil
speak for 15 m nutes. Then, there will be 5 m nutes for
t he people at the table to ask questions, and as a forner
mentor of mne, Dr. Fost once said of pediatric
ethicists--of ethicists in general, excuse me, if they
were laid end to end around the world, it would be a good
t hi ng.

Let us start with Dr. Botkin fromthe University
of Utah, who will speak to us about the history of
research in healthy children

Topi ¢ Presentations
Research on Healthy Children: History

DR. BOTKI N: Thank you.

[Slide.]
As | mentioned earlier, | am a general
pediatrician. | am al so sonebody who has been invol ved

in nmedical ethics for a nunber of years, a nmenber of our
IRB at Primary Children's Medical Center, and a couple of
years ago had the opportunity to be a consultant for the
President's Advisory Comm ssion on Human Radi ati on

Experinments. | amgoing to talk a little bit about sone
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of that experience and sone of the issues that that
review raised.

Now, ny initial task was to talk a bit about
hi story, but since | have a whole 15 m nutes, | thought |
t hought | would add an ethical foundation, as well.

[ SlIide.]

The history is going to provides a couple of
points. First of all, I think there is not nuch public
controversy right now, at |east that | have been aware
of , about experinmentation with children. This has not
al ways been the case. We live in an era in which the
Princeton offices of Peter Singer are being picketed, we
have got fol ks quite concerned about genetically nodified
foods, a nunmber of issues in science that are quite
controversial publicly, but I don't think a whole | ot of
controversy energi ng around pedi atric research

| think there is probably at |east three
potential reasons for that, nmaybe that the public and the
prof essi on and generally aware of contenporary standards
and practices, and are confortable with those.

Secondly, the public and profession perhaps have

concerns. but these haven't arisen to the |evel of public
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debate, or, thirdly, the public is oblivious to research
in children unless it involves them personally.

Now, this has not always been the case. In the
background piece that we were provided by Lederer and
Grodin, concluded in their |ast paragraph, "The history
of pediatric experinentation is largely one of child
abuse. "

| think that may be a little bit of a broad
brush assessnent of the situation, but the point being
that the public has not al ways been oblivious to these
issues in the past, | want to raise just a couple of
poi nts about where we have been over the |ast 100 years
or so.

[Slide.]

Most of the controversy in the past has focused
on research with healthy children or children affected by
conditions unrelated to the research itself.

There were a series of experinments by Arthur
Wentworth in 1896, in which he conducted |unbar punctures
in healthy children, and the point of this was to
under st and normal physi ol ogy and understand the risk of

t he procedure itself.
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Well, this exploded into the public
consci ousness and fol ks were highly concerned about use
of children in this context. A nunber of states, and
even the Federal Governnent, over the subsequent decade
attenmpted to pass |legislation that would have prohibited
pediatric research. Now, none of these bills were
successful, but it illustrates the nature of the public
debate at the tine.

Now, the issue has waxed and waned to a | arge
extent over the 50 years, and as | nentioned, at the
present time there doesn't seemto be nmuch public
controversy about it.

Now nost of the debate in the past has focused
on vaccine research, and | think that this controversy
rai ses sone basic questions about the definitions of the
ternms that we are using, such as healthy children in
particul ar.

| n past generations, healthy children were at
high risk for devel oping infectious di seases and, as
such, were the obvious candidates for experinments on
preventative vaccines. That is |less of an issue today

with infectious disease although, of course, it is stil
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wi th us, but perhaps an anal ogous popul ati on woul d be
children who woul d be at high risk for conditions based
on genetic background and do we wi sh to consider these
kids sinply as healthy children or are they a different
classification that bears additional thought.

[ SlIide.]

Now, despite periodic controversy, no standards
wer e devel oped pediatric research really until the
Decl aration of Helsinki in 1964. Follow ng World War 11
t he academ ¢ nmedicine had gained quite a bit of new
prom nence and there was a rapid expansion of research
enterprise including research with children

A particularly promsing line of research was
funded by the Federal Governnment in the postwar era, was
research with radi oi sotopes. The ability to tag various
substances and netabolites led to a wi de range of
experinments in children devoted to understandi ng nor mal
physi ol ogy.

[ Slide.]

As a consultant to the Advisory Commttee on
Human Radi ation Experinents, we reviewed a | arge nunber

of non-therapeutic protocols with children, and there
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were a couple of themes that emerged fromthat review,
and these were experinents that were conducted from
1940' s through the 1970's.

First of all, there was a systematic
underestimation of risk. Investigators explicitly
consi dered the exposure to radi oi sotopes to be entirely
harm ess and these were based on fal se assunpti ons about
| ow | evel radiation and about specific organ
sensitivities to radiation.

Secondly, there was a systematic use of children
in institutions or children hospitalized for other health
conditions, either as subjects or as controls, and there
was three-fold justification for this at |east.

One was that the kids were in a controlled
envi ronnent, investigators could tell exactly what the
ki ds were eating and drinking. Secondly, they certainly
were a popul ati on of conveni ence, they were at hand, and,
of course, in that era, there was nuch | ess invol venent
of parents in the day-to-day care of children in the
hospital or institution, so there was much | ess oversi ght
t hat parents m ght exert on what was done with the kids.

Thirdly, there was a sense of reciprocity.
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These were ward patients, non-paying patients in sone
circunst ances, who were thought to be paying their way by
partici pation as research subjects.

Lastly, perm ssion from parents was not
document ed. Now, the Advisory Comm ssion was unwilling
to criticize past practice in this respect because
basically, these research protocols didn't have evidence
one way or the other about consent, but | think the oral
hi stories that were obtained as part of the project, as
well, clearly illustrated that consent sinply was not a
conmon practice at the tine.

Now, there was a particularly enlightening
exchange that | want to briefly give to you, that was
part of a Law and Medicine Institute project in 1963, and
t hey brought together some senior pediatric investigators
at the time, and the explicit purpose was to tal k about
ethical issues in pediatric research

| want to offer an exchange between a coupl e of
physi ci ans, at |east one of whomis still quite prom nent
in the field. Dr. G says, "I mght present a specific
case of ny own. We wanted | unbar punctures on newborns.

This study would not be a benefit to the individual, it
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was an attenpt to | earn about normal physiol ogist."

Dr. D says, "I would okay |unbar punctures. It
seens to be a safe enough procedure if handl ed properly.”
Dr. Y asks, "Did you ask perm ssion?"

Dr. G "No, we were afraid we woul d not get
volunteers. W used ward patients only, thank God."

Dr. N says, "W have given various procedures,
such as fluoroscopy studies also, and this has never been
gquestioned. We have done 1,000 things with an inplied
feeling. Where there is sone benefit somewhere, we wear
two hats."

Now, the final report fromthe Law and Medicine
Institute concludes, "Although parental consent is a
necessary part of clinical research with children, it is
not necessary, practical, or desirable to inform parents
in detail about the research ains and procedures as |ong
as the degree and nature of risk to the child is
expl ai ned. "

Now, | raise these historical exanples not to
sort of shake our heads over predecessor's practices, but
to illustrate the divergence of opinion that has existed

and may exi st again over the use of the healthy children
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in research.

The public at the turn of the century was
scandalized at Dr. Wentworth's projects involving | unbar
puncture is healthy children, yet, we see 65 years |ater,
physi ci ans doi ng the exact sane thing using that they had
done 1,000 things, in ward patients only, thank God, with
an inplied feeling.

So, | think in medicine we obviously have to be
careful about trying to broaden our perspective and
under stand the public perception of what it is we are
justifying in the conduct of this work.

[Slide.]

Now, what | want to do is address the specific
question: What is the justification of exposing healthy
children to any risk, disconfort or inconvenience?

| think there are several potenti al
justifications for this that I want to wal k through
qui ckly.

[Slide.]

The first is, in fact, that non-therapeutic
research with children is not justified. This was the

position of Paul Ransey highlighted in the fanous
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exchange with Father McCorm ck back in the 1970's.

For Ransey, progress in medicine was not the
hi ghest good. He argued for the fundanental principle in
t he Nurenberg Code, that the voluntary consent of the
subj ect was essential to the ethical conduct of research,
at least in research conferring no benefit to the
subj ect, and according to Ransey, children and others
i ncapabl e of consent could not be used for the benefit of
ot hers.

[ SlIide.]

Now, turn to five different ways we m ght think
about justifications for non-therapeutic research.

The first hinges on a certain inprecision in the
definition of healthy, and |I think we have seen actually
each of these reflected in the comments already this
nmorning, and | also note that they are not nutually
excl usi ve by any neans.

So, the first one hinges on a certain
inprecision in the definition of healthy and in the
definition of non-therapeutic. W are all at different
|l evels of risk for future disease. For those at greatest

risk of disease, we mght justify their inclusion in
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research in the hope that benefit will accrue to those
very children by advanci ng nedi cal know edge in the
preventi on of di sease, and obviously, vaccine research,
potentially, some genetic research would fall under this
cat egory.

The second potential justification also hinges
on an indirect benefit to the child subject. This
rational e suggests that participation in research fosters
altruismin children through their recognition of needs
in the community and their self-sacrifice in addressing
t hose needs. Research participation contributes to the
noral devel opnent of the child and is thus a benefit.

Clearly, this justification works well for ol der
children who are old enough to understand the basic
aspects of the research and to give a sense of
participation, and clearly, forcing altruismon children
may not foster nuch noral devel opnent.

So, this justification would not permt
non-t herapeutic research on children younger than perhaps
t he seven years of age.

[ Slide.]

The third justification is a bit broader. It
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suggests that if children could consent to research, they
would do so as long as its burdens were small and the
benefits to others were significant. Many adults consent
to research, and so the rationale goes we can assune that
many children woul d consent, as well.

Perhaps this is what Dr. N neant in the Law and
Medi ci ne project, when he said that things were being
done with an inplied feeling. Perhaps the infants were
i nplying that they would participate with the research.

The difficulties with this argunent are
transparent. Wth adults, we have a track record on
whi ch to base a substituted judgnent if they are too il
to make decisions for thenselves. W have no basis on
whi ch to assunme that a young child would consent to
anything in particular, nuch |ess research involving a
[ evel of risk.

[ Slide.]

The fourth potential justification is also
rather broad. It suggests not that children would
consent, but that they should consent, and this is the
basis of Father McCorm ck's argument in the 1970's.

Chil dren as nenbers of the human community receive
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benefits fromtheir comunity, and therefore, should
contribute to that comunity through participation in
medi cal research when they have the opportunity to do so.

I n addition, obligations of the child may be
strengt hened by the unique position children are in to
hel p other children, however, the extent of any such
obligation is not transparent. |f children do have this
obligation, is the obligation specifically to other
children, or is it a broader obligation to benefit al
ot her menbers of human society.

If the obligation is |[imted to the pronotion of
the welfare of children, then, clearly, the kinds of
research that should be approved are limted. W m ght
i magine that in the future, children m ght be found to be
an excellent source of stemcells for the treatnent of
adul t di seases. Should that be approved or should it
not ?

While this justification is attractive, there
are at | east several serious problems with it. First, as
Ransey argued, it afford noral agency to children who are
not noral agents.

Second, children have not voluntarily accepted
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t he benefits of society, therefore, it is unclear whether
t hey shoul d be awarded noral obligations to reciprocate,
particularly when there is personal risk involved.

Third, | think one of the nobst critical is that
our society has not guaranteed health benefits to
children. In this context, children are not guaranteed
access to pharmaceuticals. It would be inappropriate to
assume that all children have obligations to society to
put thensel ves at personal risk when society does not
feel an obligation to provide the fruits of research to
all children.

So, these concerns suggest that if this
justification is used, it may be the nore advantaged
children who should be recruited for research including
t hose who have access to health care and perhaps those
who are already using the health care system

[ Slide.]

Lastly, the fifth potential argument is broader
still. 1t dispenses with the conundruns of what children
should or would do and sinply states that children are

useful as subjects of research.

Children may not have obligations to others, but
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we, as adults, do including obligations to our children,
to our patients, and to our future children. 1In order to
fulfill our obligations, the argunent would go, we need
to use sone children for the benefit of others.

Now, to sone extent, to a significant extent,
this is sort of a guinea pig rationale and despite our
di sconfort at the notion, | suspect it has been the
predom nant rationale for investigators through the
century.

Thi s argunent violates the categorica
i nperative that people should not be used as neans only.
Nonet hel ess, | think the Advisory Conm ttee on Human
Radi ati on Experinents had this justification in m nd when
it concluded, "As inportant as it is to pronote the
wel fare of children as a class, this interest justifies
only m nor infringenments on the principle not to use
children as nere neans to the ends of others.”

So, the Radiation Commttee was clearly and
explicitly saying this is a mnor infringement of an
establ i shed noral duty.

So, this obligation hinges on our obligations to

t he sick, but, of course, we also have strong obligations
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not to harm others, and many ethicists wll claimthat
our duty not to harmthe healthy is stronger than our
duty to aid the sick

If this is so, then, use of healthy children
requires that we avoid harmng themin the process. This
justification suggests what we nust interpret mninal
ri sk I anguage very conservatively. Harmng a child while
using her as an instrunent for the welfare of others
woul d be a significant nmoral transgression.

Now, the Declaration of Helsinki concludes by
stating, "In research on nman, the interest of science and
soci ety should never take precedence over considerations
related to the well-being of the subject.”

[ Slide.]

So, | don't think that there is any soci al
consensus that | can tell on the justification for the
participation of children in non-therapeutic research,
and the right justification certainly is by no neans
obvious to nme. | think all of these justifications have
difficulties and limtations.

The lack of clarity in the resolution of the

debate has fostered | think this mniml risk standard as
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a conprom se between our disconfort in the use of
children in research and the therapeutic inperative.

Recal |, for McCorm ck, who was an advocate of
the use of children in non-therapeutic research, m ninal
ri sk meant interventions anal ogous to a cheek swab. So,
now as we routinely go beyond research or at | east
consi deri ng goi ng beyond research ri sk anal ogous to cheek
swabs in healthy children, | think some additional
di scussion and clarification about the justifications
that underpin this enterprise are warranted.

Thank you.

DR. CHESNEY: Thank you, Dr. Botkin.

Are there any questions fromthe nenbers of the
commttee? Yes, Dr. O Fallon.

DR. O FALLON: Your use of the word
"conservative," to ne it has got a whole w de range. |
woul d |ike you to pin that down for nme a little bit
bitter.

DR. BOTKIN: It neans basically a | ow | evel of
risk, that mnimal risk would indeed be sonething
anal ogous to psychol ogi cal studies, cheek swabs, physical

exam nations, the sorts of risks that may entai
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extrenely low | evel s of concern about |ong term or
i mmedi ate effects.

DR. CHESNEY: Yes, Dr. Walters.

DR. WALTERS: Jeff, would you advocate equa
treatnment for children and adults in the sense that there
may be some circunstances where it would be norally
justifiable to conscript adult or at |least to do research
on adults without their consent because it would be
useful to society?

DR. BOTKIN: No, actually, | wouldn't advocate
that although I think that is exactly where the argunent
of utility would go. Now, maybe it would justify
research that would involve the sort of things that are
exenpt from sone IRB review, |ike public observation of
behavi or, collection of publicly avail able data, et
cetera, that may involve some small |evel of risk, but
for which consent is currently not considered mandatory.

So, | think that is indeed a specific concern of
using that justification in children, is that inplication
for adults.

DR. CHESNEY: Thank you very much. | think we

are ready to nove on to the next speaker, Dr. Nornman
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Fost, fromthe University of Wsconsin at Mdi son, who
wll talk to us about the concept of benefit in pediatric
research.
Benefit in Pediatric Research

DR. FOST: Thank you. | would like to
especially thank Ben Wl fond for help in organizing this
and in fram ng sonme of the issues. The |ine that Joan
Chesney attributed to me was actually stolen from Janes
Childress, and | would like to steal another line from
Janmes Chil dress who, when asked to confront a | ot of
tough issues in 15 mnutes, said he was going to adopt
the style of Hubert Hunphrey, who tal ked at 500 words per
m nute with gusts up to 1,000. | amgoing to do that
al so.

| amgoing to restrict nmy comments or ask you to
assunme that my comments are only tal king about children
who can't assent, because | think that is the nost
difficult issue, and if we could justify non-therapeutic
research in those children, then, it would be a |ot
easier with children who are ol der.

Second, | amgoing to focus on the two issues

t hat Susan Kornetsky said were the nost troubling in her
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survey of pediatric IRBs, nanely, Phase | studies and

pl acebo-controlled trials. | know the focus of this
session is supposed to be on non-therapeutic studies in
heal thy children, but that is one of the central
guestions, is whether a Phase |I study shoul d be

consi dered as therapeutic or not and whet her a

pl acebo-controlled trial can be considered as therapeutic

for the children who are in it.

So, | amgoing to focus on those because in the
limted time, | think those are the crunchy issues.

[Slide.]

So, | amgoing to say a few things about types

of benefit, some comments about Phase | studies,

pl acebo-controlled trials, and then if time allows, refer
to three kinds of random zed trials in which these
guestions ari se.

[Slide.]

The types of benefit obviously include societal
benefit. These are questions of design which | don't
think we need to cover here. There can obviously be a
direct nedical benefit if a child is receiving an

experinmental drug in a placebo-controlled trial.
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There are indirect benefits, such as subsidized
care, and that is not just saving sone noney for the
parent of the famly, sonetines it is the difference
bet ween care and no care. In a country with 43
mllion-plus uninsured, a third of whom are children,
being in a trial nmay mean getting some nedical care where
ot herwi se you get none.

G fts and nonetary rewards seens to nme are
not--well, I will cone back to it, but those are
obvi ously other indirect benefits, I will say a few words
in a mnute.

There is the psychol ogical satisfaction of
altruism of contributing to a trial, of contributing to
others. | will conme back to that.

Finally, there are just benefits of being in a
trial even if you were going to get care otherw se,
nanmely, patients in a trial are usually guaranteed a
certain | evel of physician expertise. You have to have
certain credentials to be running a trial. There has to
be a literature review to enroll sonebody in a trial.

There is peer review at multiple levels, at the

grant process, the IRB review, the anticipation of
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scrutiny of editors, and then, of course, the ongoing
monitoring for toxicity and efficacy as the trial is
goi ng al ong, and sonetines the additional protection of a
data safety nonitoring board.

So, sonebody in a trial, as Dr. Kauffrman alluded
to, may be getting nmuch better care because of all these
i ndi rect benefits.

[ SlIide.]

A coupl e coments about nonetary rewards.

Obvi ously, we should distinguish rewards and incentives,
on the one hand, fromreinbursenent for expenses, which
rai se, reinbursement to nme raise no serious ethica

i ssue, but | think the concern is about undue rewards.

| think it should be self-evident that parents
shoul dn't profit by exposing their children to risks.

The question is whether the risks are worth the rewards
for the infant, and nmy comments here are mainly about

t hose children too young to assent. It is high

specul ative, that is, the notion that down the road, a
coupl e hundred dollars or a gift certificate, the child
will, in retrospect, when he or she is old enough to say,

w |l say, yeah, it was worth it, highly speculative, so
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I think the notion that this kind of indirect reward is a
benefit or will be perceived as a net benefit is
specul ati ve at best.

| think a nodest honorariumfor the parent and
the child is a courtesy, a way of saying we appreciate
what you are doing is a different issue. So, | think we
are tal king here about inducenents which a conpetent
adult can choose to make to expose hinself or herself to
maj or risks, but one which a young infant obviously
can't.

[Slide.]

Simlarly, the psychol ogi cal benefits of
altruism and so on, while they can be appreciated by
ol der children and certainly adol escents, they are
obvi ously not susceptible to appreciation by infants,
whet her they woul d appreciate themin the future is
hi ghly specul ati ve.

The bal anci ng judgnments by parents that it wll
be good for ny child in the long run to be altruistic is
specul ative, but the main point is if famlies want to
raise their children to be altruists, there are a hundred

ways of doing it without enrolling themin a
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non-therapeutic trial. That is, they can teach their
children in all sorts of ways to be giving people, to
volunteer, to work with church groups, to do free | abor,
shovel snow, rake the neighbor's |eaves, and so on, and
so forth. This is not an essential way for parents to

i npart val ues.

[ SlIide.]

Now, Question No. 1. Should a Phase |I trial be
consi dered beneficial? It has been pointed out by many
that the |ikelihood of benefit in a Phase |I trial is very
| ow, generously, 5 to 10 percent of Phase | agents
eventually are shown to be safe and effective and nake
their way to the marketplace. Sonme put this estimte a
| ot | ower.

But the point | want to make is that many
conpetent adults consider this a benefit. |If you have a
serious disease, particularly a fatal disease, such as
cancer, for which there is no other effective treatnent,
even a very small chance at a benefit is a sufficient
benefit to undergo consi derable risks.

| would al so point out that simlar nunbers may

apply to standard treatnents. that is, just the notion

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



aj h

that a treatnent may have a very |ow chance of hel ping
you is not restricted to experinentation. There are many
standard t herapies for cancer, intensive care patients,
head-i njured patients, and so on, in which there is a
very |low |likelihood of benefit, but we consider parents
to be appropriate proxies for deciding whether or not to
expose their child to risks in exchange for those
benefits.

A point, in conclusion, in ny view would be
t hat whet her the benefits are worth the burdens are
guestions about the validity of proxy consent, which
ot her people will be tal king about, but it is not a
uni que question to experinmentation, nor is it unique to
Phase | trials

[ Slide.]

It has been pointed out that there are many
qual i fications about these sorts of benefits. They nmay
be very low |ikelihood, they may be of short duration,
they may be only palliative, and not curative, but these
are qualitatively simlar questions to those which arise
in standard treatnment. They are not unique to research.

These bal anci ng judgnents, as | said, | think
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are questions about the validity of consent. So, | don't
see a Phase | trial, even with its very limted prospect
of benefit, being different from other judgnents that
parents are allowed to nake. That doesn't nean they

al ways nmake good judgnments, they can make wrong judgnent,
but | don't see it as a different kind of issue.

[Slide.]

Now, placebos. First, a couple of definitiona
probl ens. Obviously, placebos can have real effects,
psychol ogi ¢ and physiologic. | would just rem nd you
t hat the Canadi an growth hornone trial included a placebo
arm that is, placebo injection, and then a group that
had no injections at all, and there was sonme effect on
growth fromthose in the placebo injection growth, that
is, injecting saline or whatever it was did produce sone
added growth conpared to children who were receiving
not hing all.

So, we al ways have to renenber placebos can
possi bly have beneficial effects, as well as toxic
effects, but in general, | think it is safe to assune
t hat placebos are considered less likely to have a

beneficial physiologic effect on the disease, so let's
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assunme that that is the case.

The second definitional problemis the
definition of a placebo-controlled trial is alittle
fuzzy. |If you do a trial in which Goup A gets standard
treatment plus an experinmental treatnment, and Group E
just gets standard treatnment, that nmorally would seemto
nme the same thing as a placebo-controlled trial.

That is, it is not the addition of the placebo
that is problematic, it's the w thholding of sonething
that is thought possibly to be beneficial. It is the
presence of nothing, not the presence of sonething.

[ Slide.]

Well, this is the age-old question that
Smthells, the great British trialist, raised, you know
why is it that | need perm ssion to give a new drug to
half my patients, but not to all of ny patients.

I n any random zed controlled trial, many
children receive only the standard treatnent, that is,
all those untold nunbers of children who aren't in the
trial. To take a famous exanple of the | ow dose AZT
trial in Africa and el sewhere, just making up these

nunbers, but approximately 5,000 children in--and this
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was a drug given to nothers, but obviously, the intended
beneficiaries of this were mainly the children, so | wll
all this a pediatric trial--5,000 or so got the | ow dose
AZT, and 5,000 got placebo, which was for all of them
standard treatnent, that is, the treatnment that they
woul d have gotten had they not been in the trial.

In addition to the 5, 000 who were exposed to
pl acebo, there were a mllion or nore who were al so
pl acebo treated, if you will, that is, who got only
standard treatnent.

So, if the objection, as Dr. Lurie and Dr.
Angel | suggested, is that some children were getting
nothing, that is not just true of the children in the
trial, it is true of many nore children who were not in
the trial, and that is true of any controlled trial.
There will always be many, many children who are getting
not hi ng, and we don't see that as a problem that is,
that all conceivable targets of the treatnment are not
recei ving the experinental treatnent.

[ Slide.]

Can a pl acebo-controlled trial be considered as

havi ng the prospect of direct benefit, a question raised
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by one of the Advisory Commttee nenbers earlier.

As Dr. Kauffman has pointed out, if innovative
therapy is widespread, as it is, and if it is unproven
and harnful, as it often is, the placebo arm may have the
best outconme, it nay be the best place to be.

Much has been made of sul fonanm des and
chl oranphenicol. | just want to point out we could be
here all day tal king about dozens of exanples of
treatments that were done in an innovative way that have
har med hundreds of thousands and probably mllions of
chil dren, used over decades, the nunber is |egion.

| amjust going to use one exanple, so | can
refer to one with a couple points I want to make. \Wen |
was an intern and for a decade thereafter, every newborn
with respiratory distress syndrone recei ved what was
call ed the usher reginen, a little card we carried in our
pockets of adm nistering concentrated bicarbonate based
on the pH  These children were severely acidotic.

Dr. ODell, ny colleague and nentor, screaned
for years in the wilderness that this made no physi ol ogic
sense and that no clinical trial had ever been done. He

devel oped an ani mal nodel that showed it did nore harm
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than good. | will come back to this in a mnute, but the
point is that being in a placebo-controlled trial, the
pl acebo arm may be the place to be if you are getting any
one of these treatnents that turns out to be very harnful
or at least harmful in a majority of cases.

There are, of course, as | have al ready
nmenti oned, the indirect benefits of being in a
pl acebo-controlled trial, the doctor having to be
screened in sone way for credentials, the need for a
literature review, the peer review at nultiple |evels,
and so on, and possibly a data nonitoring board.

[ Slide.]

Now, when should this assessnment of benefit be
made? Sone people say, well, if you wind up in the
pl acebo group, that is not so good. First, you can't
make the assessnent after the trial is over obviously.
That is not fair playing to say after the trial, one
group, the placebo group turned out to be not so well
off. You don't know that. | nean that is a problemwth
any trial. When it's over, it was worse to be in one
group than the other. So, you can't make this judgnment

after the trial is over.
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Can you nmake it after sonebody is assigned to
t he placebo group? |Is there a way of know ng that you
were in a placebo group, that your child was in the group
saying | don't want to be in that group? Well, if the
trial is truly an equipoise, as it should be for the IRB
to approve it, that is not a fair question either. That
is, you don't know at that point whether being in the
pl acebo group is good or bad. As a practical matter, of
course, people can't be allowed to opt out at that point.

That is, even if there is only a 50 percent
chance of the experinmental treatnment being a benefit,
even if you see that as the only benefit, even if you
don't see being in the placebo group as being a benefit,
whi ch woul d be a m stake because it often is a benefit,
even if you see the only benefit is as being in the
so-called treatnment group, if you have a disorder for
which there is no effective treatnent, a 50 percent
chance at an effective treatnent is better than no chance
at all.

Again, this was one of the justifications for
the | ow dose AZT trial. The choice there wasn't, for

children, between |ow dose and high dose or 076 reginen.
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The option facing children in Africa was no treatnent,
whi ch was their background situation, and at |east a 50
percent chance of sone treatnment was a benefit for being
inthat trial. It turned out to be a big benefit.

The W sconsin Cystic Fibrosis Newborn Study is
anot her exanple of this, but we don't have tinme to go
into it.

[Slide.]

Well, as | said, there are three types of
random zed trials in which these principles mght be
applied. The first would be one in which there is no
known effective treatnments, let's say for exanple,

Jakob- Creut zf el dt di sease becones epidemc in the U S.
suppose a treatnent--a diagnosis, first of all, is
establ i shed, and suppose sonebody is proposing a
treatment. Nobody has any idea of any other way of
hel pi ng these children. That would be one type of trial.

A second would be a trial in which there is
w dely used standard treatnent that is unproven, such as
bi carbonate for respiratory distress syndrone, and dozens

of other historical exanples.

And third would be a situation in which there is
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a proven effective treatnent and proposal to test a
possi bly better treatnent. Let nme just run quickly
t hrough each of t these.

[ SlIide.]

Let's take the CID exanple, that is, a condition
where there is no conceivable treatnment, and let's say
there were a way of diagnosing it. Wuld it be wong to
enroll a child in a placebo-controlled trial of this,
woul d we say that the children who are in the placebo
group are in a non-therapeutic situation?

Well, what is the alternative? The alternative
woul d be to give it to everybody with the di sease and
hope everybody in the room appreciates that that is a bad
i dea and not hing that pediatricians or anybody el se woul d
want to get behi nd.

The no treatnment arm if there were a no
treatment arm would be nore equivalent to placebo, it
woul d be no different than standard care. The
presunption that the treatnent armis better is false if
we assunme equi poi se, and even only a 5 percent chance of
success, there may be lots of toxicity and being in the

pl acebo arm may be better.
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So, being in the placebo armis often better
than innovative treatnment. You don't know in a trial
like this. That is why you are doing the trial.

[ SlIide.]

Situation No. 2. Suppose there is a situation
for which there is effective treatnent, is known--well,
this is actually a variation on No. 1, | apol ogize.

Supposed effective treatnent is known, but is
unavail abl e, such as the | ow dose AZT trial in Rwanda,
for exanple, or suppose sonebody were proposing a dietary
treatment of renal failure in Rwanda where dialysis is
conpl etely unavail abl e.

A placebo group in this situation is not being
deprived of anything to which they were entitled or to
whi ch they would otherw se have access. That is, they
are no worse off, there is no harm of being in a placebo
group in this trial. As | pointed out earlier, all those
not in the study are also being denied treatnment. So,
the criticismthat being in a placebo group could be
equal ly applied to all the mllions of children who are

not in the study.

[Slide.]
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A question was raised this norning about harnfu
pl acebos, such as injections in the growth hornone tri al
or sham surgery, a nore serious concern. | think the
presence of possible harmin the placebo or |ikely harm
such as the disconfort of repeated injections, raises the
st akes for good design, but doesn't end the noral
propriety or term nate the discussion of the propriety of
the trial.

| mean the growth hornone trials are problematic
for me because they had the wong endpoint, not because
half the children were getting placebo injections. That
is, you still may be better off in the placebo injection

group. You just don't know at the beginning.

[Slide.]

| will skip this because | have gone through it
al ready.

[Slide.]

The second type of trial | referred to is in

which there is standard, but unproven treatnent, of which
there are, as | said, dozens of exanples, such a
bi carbonate for RDS, the use of the new PKU diet in the

1960's, and so on, which ultimately turned out to harm

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



aj h

great nunbers of children, who did not have PKU.

The problemwi th not having a placebo group is a
design problem that is, suppose in the bicarbonate
situation, there had been a trial in which half the
chil dren got bicarbonate and half got experi nmental
treatment, and they both wound up with the same survival
rate. The problemw th not having a placebo group is
t hat you have no idea what the background rate of harm
and benefit is, that is, what the outcone is.

This is the central problem of not having a
pl acebo-controlled group is that when the trial is done,
you have no idea whether both agents were effective or
neither was effective. So, norally, you are exposing
children in a trial of poor design in which they are
bei ng exposed to sonme risk with no possible benefit or at
| east no way of know ng whether they were benefited or
not .

[Slide.]

The | ast exanple. | just want to point out that
even when there is proven effective treatnment, it
woul dn't be the case such as bacterial neningitis, let's

say, or ALL with an 80 percent cure rate, it wouldn't be
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the case that a placebo-controlled trial is de facto
i mor al .

It is obviously wong to withhold proven
effective available treatment for a child with a
i fe-threateni ng di sease, such as this, but you can,
first of all, it should go without saying you can add an
experimental drug to the standard regi men versus pl acebo
as long as everyone is getting standard treatnent, but |
just want to point out that conpetent adults sonetines
choose to forego proven treatnent because of concerns
about risks or other kinds of burdens. It is not
i nconcei vabl e that a thoughtful parent m ght do the sane
for their child.

| would just give one specific exanple that we
may tal k about later. ALL has 80 percent cure rate with
a certain high level of toxicity. There is sone interest
now i n exploring treatnment regi nens which m ght be |ess
toxic, that is, in having a treatnent group that gets
sonething | ess than present standard treatnent, and in
whi ch the control group would get standard treatnent or a

standard treatnent plus placebo.

| don't think we can presune a priori that

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



aj h

wi t hhol di ng standard treatnment is wong. Many adults
make this decision, many thoughtful parents may nmake it.
It is a question about the validity of proxy consent, but
it is not de facto wong to wi thhold standard treatnent.

[ SlIide.]

The last slide, | think is a sunm ng up slide.
Benefits, as | said, may include not just direct nedical
benefits, but the indirect benefits of being in a trial,
access to treatnment where none was avail abl e.

The noney and rewards and the psychol ogi cal
benefits, | think should have relatively no rel evance for
small children, infants, in particular. Being in a
pl acebo-controlled trial my be a benefit. The placebo
arm may have a better outcone, and there are the indirect
benefits.

[ Slide.]

The slide. Even renpote benefits and high
burden, which would be true of nost Phase | trials, my
be justified in sonme cases, and a disinterested advocate
for the child would not necessarily reject all such
proposal s.

Analysis. So, | don't think this can be reduced
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to an algorithm | amnot optimstic that the FDA can
create algorithms on what nmay or may not be approvabl e by
an IRB. An analysis of each case depends on the validity
of standard treatnment, on the seriousness of the disease,
t he burden of the intervention, and sone fundanent al

val ue questions about whether the risks are worth the
possi bl e benefits.

Thank you.

DR. CHESNEY: Thank you, Dr. Fost.

We coul d take one or two questions. Yes, Dr.
Kauf f man.

DR. KAUFFMAN: One of the problens that we are
currently confronted with is--and this is in the context
currently of new drugs for hypertension in children or
behavi oral psychiatric conditions--the proposed protocols
are asking us to subject the child to a prolonged washout
period with no treatnment prior to entering the study, and
this is a major issue for us. We don't know how to deal
with it.

DR. FOST: These are children with hypertension
you are tal king about.

DR. KAUFFMAN: Well, they are children, yes.
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They woul d be children who are receiving sone sort of
medi cation for hypertension or children with, let's say,
ADHD, who are on a stinulant for ADHD, and to enter the
protocol, they have to undergo three or four weeks of
washout with no drug to qualify.

DR. FOST: Well, ny reaction would be, as |
said, first of all, an assessnent by the IRB and the
parents and others as to whether there was a benefit,
potential benefit to the child of being in the trial
overall, of which there would sone risks, at which the
washout period would involve sone risk.

Washout periods, if the child has a mld
di sorder like mld hypertension, ADD, not
life-threatening, and so on, the risk of being off
medi ci ne, off nedication conpletely for a period of weeks
may not be a very great burden. It may be worth it to be
in that trial for all the reasons that | nentioned.

So, | wouldn't exclude washouts as norally
i ndefensible. [In sonme situations, a disinterested
advocate for the child mght think it is well worth the
child to be in the trial, all things considered.

DR. KAUFFMAN: How about an anti depressant?
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DR. FOST: Again, it would depend on what the
i nplications of being off the antidepressant were for
three or four weeks. W all know of the UCLA case in
which-- well, that was a schi zophrenic--but in which
sonebody killed hinself while on a washout thing.

| f sonmebody has a severe incapacitating disease
where there is some serious risk of being off nedication,
that would create a very difficult standard to overcone,
but not everyone who is depressed is going to be
prof oundly di sabled from being off their medication for a
period of weeks. That has to be bal anced agai nst what
the benefits for them m ght be of being in the trial.

DR. CHESNEY: Dr. Walter.

DR. WALTERS: Norm thank you very much. Do you
think that there is no role at all for historical
controls in clinical trials, that is, are historical
controls no controls at all, nunmber one? Second, what
about using the results of placebo-controlled groups from
earlier studies as a kind of baseline for new studies
t hat don't have a placebo group?

DR. FOST: | wouldn't say no basis. Obviously,

a random zed controlled trial is not the only way of
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gai ni ng knowl edge, and God knows, from epi dem ol ogy, that
we learn a lot by case controlled studies, and so on,
using retrospective dat a.

| would just say, though, in an intervention
trial, it is really hazardous. There are just so many
exanpl es in which things change that you are not aware
of, the so-called Stallnman effect in pediatrics, that is,
different centers have different levels of intensity of
caring for children. It my be the nurses that are
making a difference. You just don't know what the
vari abl es are that may have affected the outcone.

You al so don't know, Leroy, about the
variability of disease, that is, the historical control
that you are using, or the placebo group fromthe
previous thing, it my be a disease in a village or in a
county or in an ethnic group, that has a very different
variability, a very different outconme than the group that
you are studyi ng.

| would just point out that the transm ssion
risk of HHV in New York State varied from5 percent in
some parts of New York State to 40 percent in sone parts

in the South Bronx. So, relying on sone previous
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estimate of what the transm ssion rate is from sone
previ ous study, you have no idea whether the group that
you are | ooking at now has that.

So, all these famliar problens, | think argue
strongly in favor of presum ng that a prospective
randoni zed trial for an intervention study should be the
preferred way to go.

DR. CHESNEY: One quick question and then we
have to nove on.

DR. WARD: For the FDA, it would be interesting
for themto answer whether if the active control is an
unl abel ed and currently unapproved treatnent for
pedi atrics, whether that is an acceptable control.

DR. MURPHY: Thank you. Good question. | think
that there is no absolute answer. It is unlabeled, so,
yes, it is not what we woul d al ways--would not accept in
adults, however, there are situations in which we have
tremendous experience and data in which it would be wong
to say that that experience doesn't count, and so how you
design the trial may depend on what other data you have

at that tine.

DR. CHESNEY: CQur next speaker is Dr. WIfond
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fromthe National Institutes of Health, who will speak
about risk in pediatric research.
Ri sk in Pediatric Research

DR. W LFOND: Thank you.

[Slide.]

As Norm tal ked about benefit, | amgoing to talk
about risk, which is the second conponent of that
ri sk-benefit equation that was alluded to earlier. |
think in the end, | amgoing to be agreeing with a | ot of
Norm s concl usions, but I amgoing to get to themin a
slightly different place.

| think the npst inportant conclusion that he
acknow edged that | would agree with is that all these
i ssues need to be |ooked at in a very context-dependent
fashion. It is very difficult to nake broad statenments
about what things count as a benefit and what things
count as a risk in a broad sense.

[Slide.]

| am going to actually disagree or at | east
suggest that we think about benefit and risk slightly
differently than Normdid. | may be overstating his

points, but this is the schematic for the categories of
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ri sk and benefit as described by the regul ations, and ny
point is not that | in any way take the regul ations as
being set in stone or we need to actually come up with
i nportant interpretations, but that this at |east gives
us sone guidance to the fact that when we make deci sions
about the acceptability of research, we are sonehow
gui ded by these categories of risks and benefit.

| think there is a tendency to whenever | ooking
at a particular study, if possible, try to think of that
as in the category of benefit conpared to no benefit
because that allows a greater latitude for acceptability.

Simlarly, if we are thinking about the risk
i ssues, again, depending upon how we choose to | abel a
particul ar activity and a particular set of risk, the
nore we can either nmove it to the left, the nore likely
it is going to be acceptable.

| think that there is a problemwth trying to
do that. The problemwith that is that there tends to
be, in general, an overestimtion of benefits and
underestimation of risks, and | think this my be
chal l enged when we are trying to talk to patients and

fam | i es about participation in research.
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| think in the end, | conme out in the sanme place
about what studies are perhaps ethically appropriate, but
I would be nmuch nore confortable with acknow edgi ng
certain studies perhaps don't have a prospect of direct
benefit and that certain studies, we m ght want to think
of as being nore an increase of mnimal risk in terns of
how we think about them

[Slide.]

Agai n, we have already seen this definition of
mnimal risk. What | want to do is to focus briefly on
t he notion of nmagnitude and probability, the notion of
daily life, and will talk about sone things related to
routi ne and psychol ogi cal examns.

[Slide.]

One of the problenms is again this notion of
mnimal risk is unclear. Sone people have suggested that
per haps we are tal king about issues of inconvenience or
di sconfort rather than long-termrisk or harm

There was a study al nost 20 years ago now where
a number of pediatricians were asked how t hey would
describe the risk of tynpanocentesis in their popul ation,

and what is interesting, | think is that there was a
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fairly broad range of disagreenent about how to | abel
this.

| think the inmportance of this disagreement is
that it may not be in and of itself terribly helpful to
ascribe a particular category to a particular
intervention unless we think nore about the specific
context and the benefits and the particular study that is
i nvol ved.

| think what is inmportant is to think that
mnimal risk at the very least is neant to be a threshol d
in which nore careful scrutiny and evaluation by the |IRB
i's inmportant.

| think that the point made by Dr. Spielberg
can't be overstated, which is the inportance of
m nimzing risk, that dependi ng upon the situation and
how a study is done, there are many things that can be
done in a particular study that actually reduces the risk
dramatically conpared to the sanme intervention being done
in a different setting.

| think for that reason, the risk nust be
t hought of as context-dependent, it nmust be thought about

who the actual investigators are, what the actual setting
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is. | think the description we heard from Dr. Kauffman
of the research center that he has there is perhaps an
exanpl e of where certain types of studies may be
acceptable in that setting in contrast to other settings
that may be | ess regul at ed.

[Slide.]

To finish up in terns of this notion of m ninal
risk, I want to borrow sonme thoughts from Loretta
Kopel man actually, that is 1989, not '81, and this paper
is actually included in your packet of readings.

She tried to ask the question about how we think
about the notion of the risks ordinarily encountered in
daily life, and she said there is at |east three
di fferent possible ways of thinking about this.

We can think about all the risks that ordinary
peopl e encounter, we can think about the risks that al
people ordinarily encounter, and we can think about the
m nimal risks that all people ordinarily encounter.

| think her point was when we think about al
the risks that ordinary people encounter, that includes a
w de range of things including riding in cars, football,

bicycle riding in heavy traffic, and so that itself would
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be an i nadequate description of what we count as m ni nal
risk.

Even for the notion of the risks that all people
ordinarily encounter, there is still certain things that
actually hold specific, although unlikely, but real risk
of serious problenms. That includes taking a bath.

The | ast one, of course, becomes a tautol ogy
because if you are trying to define mniml risk by
defining it this way, it becones difficult to have any
clear idea what it neans.

She al so acknowl edges that risk may vary with
| ocation, so if we think about the risks of daily life in
Kosovo conpared to the risks in South Dakota, they may be
quite different, but I amnot sure if that would be a
justification for doing different types of research on
children because their environment is otherw se hostile.

| think the other benchmark that is used is the
notion of physical or routine physical or psychol ogi cal
exans. This m ght have sone value in that it sort of
points to our intuition that cardiac catheterizations are
not, in general, the sort of thing that are usually

involved in routine clinical care and perhaps ought to be
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t hought of as being sonmething over mnimal risk.

There are other risks that are routine that may
actually have as nuch, if not nore, significance than
cardi ac catheterization, and there is a w de range of
risks that are involved in routine clinical care.

There are psychosocial risks that may be rel ated
to privacy and confidentiality and stigmatization that,
in fact, may be very profound even those these occur
routinely, but it is not clear that because they occur
routinely, that that suddenly woul d suggest that they are
m ni mal

[ Slide.]

| think the bottomIline point of thinking about
the notion of risk-benefit calculation, as it is
described in the regulations for pediatric research, is
to acknowl edge a point that there is an intent for the
regul ations to be nore restrictive than they are in
adults, that there is neant to be some sort of truncated
set of participation conpared to what we otherw se would
l et adults participate in, and the challenge is to try to
parse out exactly what that truncated set is.

| think that one of the exanples | like to give

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



aj h

is that we really allow a greater |atitude in choices for
daily activities of parents, but we expect the parents
mght limt children's activities.

| want to use the exanple of bungee junping and
swi mm ng because each of these has a certain anount of
ri sks, but we could i magi ne parents of a six-year-old nmay

| ook at bungee junping and swmmng quite differently.

To explain that, I want to borrow from what |
think is one of the nore interesting papers that | have
read on this topic by Freedman, et al., that was al so

included in the packet fromthe Hasting Center about six
years ago.

What they suggest is that when we think about
ri sk and benefit, we really ought not to think of them
separately, but we need to think of themin a conbined
fashi on, and we need to think of this as being a
normative assessnment rather than just a quantitative
assessnment of magnitude and probability, and to ask the
question whether the risks are worth the benefits.

The exanple that they give is of a child's first
canping trip. \Wen you think about it, there can be a

w de range of risks of going on a canping trip. This is
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not part of routine daily activity. It is not an
experience the child has had before, but yet many parents
make deci sions at what point is devel opnentally
appropriate for that person to go on their first canping
trip.

They may | ook at issues about what is their
supervi sion, where the canping trip is going to be held,
and | think these things really perhaps nay be a good
anal ogy for how we think about pediatric research.

| am not saying that pediatric research is a
wal k in the park, but just that this notion of conparing
t hem t oget her may be very helpful. | think what the nost
i nportant for nme aspects of the Freedman paper was the
met aphor they use of the scrupul ous parent.

What they suggest in their paper is that perhaps
what | RB's ought to be doing is tracking the decisions
that a scrupul ous parent would be making for their
children. In other words, we could inmgine a w de range
of parents making a wi de range of decisions, but a
scrupul ous parent, who is really concerned about the
wel fare of their child, and |ooking very critically at

what is being involved, perhaps is what the I RB ought to
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be doi ng.

| think that this metaphor is actually a very
useful way of trying to overcone the chall enges of
| abel i ng various research within the category of either
m nimal risk or benefit or no benefit.

[ SlIide.]

| think that in addition to risk, if you recal
in the first slide, as you have heard from previous
speakers, are additional considerations along with risk
that need to be considered. | think thinking about them
along with risk is actually very hel pful.

The second criteria for studies that have
greater than m nimal risks, but w thout a prospect of
direct benefit, include sonme notion of reasonably
commensur at e experiences.

| think the point of this is that having these
sort of experiences may, fromthe perspective of the
subj ect, be a way of the risk being either mnim zed or
the disconfort being mnimzed.

I n other words, a person who has had experience
with a particular intervention may, by having had it

bef ore, have less anticipation, |less fear, and maybe
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al so, secondly, be able to have a nore genuine
under st andi ng of what it involves, and their assent wl|
be based on perhaps a nore clear understanding of what is
goi ng on.

So, | think that this notion of reasonably
conmensurate experience is very inmportant as a way of at
| east allowi ng people to make assessnments about ri sk.

This again also can't be overstated, the notion
about the study involving vital know edge about the
subj ect's disorder or condition. | think the inportance
is that it enphasizes the value of the research in
relationship to the risk.

| think where people get stuck is on this notion
of subject's disorder or condition, because | think
perhaps this is a line of the regul ations that says
per haps we only can study subjects who have the di sease
in question rather than people who don't have the
di sease.

In the end, | think that this perhaps | eads us
to a sonmewhat problematic conclusion and that perhaps if
we think of the subject's disorder as being sone of the

uni que aspects of pediatric physiology, and think of
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t hings that benefit children in general, that nay be a
more useful and robust way of thinking about it than just
t hi nki ng about the disease itself.

VWhat | am going to suggest is that we ought to
t hi nk about these notions of commensurate experiences and
vital know edge in conjunction with the notion of risk.

To conclude, | have two slides to illustrate
t hese points.

[ SlIide.]

| want to point out Phase | oncol ogy research.
We have heard a | ot about that today and even though we
are tal king about healthy children, | think it is because
Phase | oncol ogy research is an exanple where we actually
do involve children in fairly risky research

The risks of Phase | oncol ogy research m ght
include the toxicity itself fromthe chenotherapy, the
additional tine may be spent in the hospital, potentially
the foregoing of palliative care although clearly that
doesn't have to be. There is no inherent reason that
participating in a Phase | research would require that.

Anot her concern m ght be the fal se hopes that

may be over bl own dependi ng upon how a project is
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described. On the other hand, participating in Phase |
research may actually increase access to palliative care
particularly if it is occurring in a tertiary care
setting where there is great attention to palliative care
that may be integrated into the provision of those

st udi es.

For many children, the hospital actually is a
fam |liar environment and actually a place where they
actually feel a fair amount of confort. Again, this
depends on the child, but it is nmeant to acknow edge sone
notion of benefits, and there may be the psychol ogi cal
benefit of participating.

Again, | tend to think of these as coll ateral
benefits to distinguish themfromthe notion of direct
benefits and in ternms of nmy own set of cal cul ations.
While | think these are incredibly inmportant, | would
still tend to think of these as studies that don't
provi de a prospect of direct benefit.

| think, though, in ternms of thinking about
doing this research, which | amactually in favor of,
think that we have to think about again the notion of

commensur at e experiences. These are famlies that
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actually have had chenot herapy before. They clearly have
an idea of what they are getting into.

This is certainly very inportant research, and
it is intuitively obvious that we would not think about
gi ving highly toxic chenotherapeutic agents to otherw se
heal thy children, and | think that when we consider al
these things together, | think it is at |east possible
that this would be an appropriate thing to do with these
types of children even though, in fact, the actual risks
appear in terns of toxicity would actually be | ess than
heal thy children because they probably, by not having
cancer, by not having had chenot herapeutic agents, they
are probably, if anything, less likely to experience the
ri sks.

| woul dn't be suggesting we do this type of
research on healthy children

[Slide.]

So, let's get back to the notion of
phar macoki netic and safety studies in children. Again,
we have to think about what the risks and disconforts of
t hese are going to be for the children, and again, pay

attention to trying to mnimze those risks and
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di sconfort.

To the extent that this represents a
commensur ate experience really will depend upon the
child. There may be sonme children where bl ood draws or
what ever the intervention is, is something that they are
famliar with and may be nore willing to do, but that may
be i ndependent of the particul ar disease itself.

Again, | think that the |last notion of the
i nportance for the disorder really is what perhaps drives
us, as was stated earlier, is the need for effective
t herapi es, expectations of unique pediatric issues which
if, as has been pointed out time and tine again, the
alternative of not doing studies and just doing this
routinely may pose even greater risks to subjects.

| also think the questions about acceptability
of alternatives, |I now forget who said it, |I think it
m ght have been Dr. Spiel berg, who nentioned the fact
that there may be opportunities for doing pharmacokinetic
studi es along with studies of efficacy or perhaps in sone
ci rcunst ances even nore rigorous postmarketing

surveillance to try to detect problenms with drugs.

As we know, there are many study drugs that go
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t hrough a fairly rigorous evaluation prior to approval,
and it is only after a drug has been out for a nunmber of
years that later on low |likelihood of risks becone
apparent .

| think in conclusion, I think when we think
about doi ng these types of studies, selecting children
who are already in the hospital, as Dr. Kodish will be
tal ki ng about |ater, or who are healthy but have the
condition, mght influence these dinensions, but | want
to actually suggest that in many circunmstances, that we
m ght be better off in these types of studies not doing
studi es on peopl e who have the disease.

| think that a child who has asthma, for
exanpl e, who already has a fair amobunt of need for
medi cati ons and physician visits, may not be the ideal
candi date for doing a pharmacokinetic study for an asthma
drug that won't benefit them

| think that | would be nmuch nore confortable
with a child and a parent who didn't have the disease,
who for whatever reasons decided--1 wouldn't say for
what ever reasons--but decided to participate in an

appropri ately designed PK study perhaps being done at a
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place like Dr. Kauffman's center, and | think that it is
possi bl e that a scrupul ous parent m ght be nore willing
to allow their healthy children to participate if they

t hought that this was an appropriate experience for their
chi I d.

Wth that, | wll end.

DR. CHESNEY: Thank you.

Any questions for Dr. WIfond? Yes.

DR. NELSON: Ben, 46.406 requires that know edge
that m ght be of likely benefit for a child s condition
be part of the approval process. M specific question is
what | thought you inplied is that sinply being a child
coul d be considered a condition for the purpose of
approving research under the section, and | just wanted
to ask you that to be clear | heard you correctly.

DR. WLFOND: Well, | don't have the actual text
in front of me, but you are correct that | am sort of
interpreting it in an unusual way. | think that the text
specifically tal ks about vital know edge about the
subj ect's disorder or condition, but | think that the
reason in many cases why we do pediatric research is

because we want to gain specific knowl edge about
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pedi atrics, and | think the notivation behind that
portion of the regulations is that we want to avoi d using
chil dren because of purposes of convenience, as Jeff
descri bed earlier, where because they happened to be

t here.

| think that if there is good argunment for why
this ought to be done in children, that we m ght ought to
think of that in a favorable light. | take the
regul ati ons not as gospel, but as sort of a direction to
our thinking.

DR. CHESNEY: | think we can take one nore
gquestion, and then we will nmove on. Dr. Danford.

DR. DANFORD: It occurs to ne that we m ght not
really know sonme of the risks that we are subjecting our
subjects to as we enroll themin these research projects,
and that is obvious, |I guess, because we are doing
research to find those out maybe.

Must we make parents aware that we are dealing
with guesswork when we assess the risks and they consider
enrolling their children in these projects, and
furthernore, do we need to | et the parents know t hat

there mght be a conflict of interest in the people who
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make the estimtes of risk for them and that the

i nvestigators have a vested interest in the success of
their research, and do ethicists or IRBs ever tal k about
full disclosure of that sort of a conflict?

DR. WLFOND: Regarding the second part of your
guestion about conflict of interest, | think that that
certainly is an issue. | think that that is an issue
that is potentially inherent in all clinical care, that
physi ci ans have a wi de range of self-interest that they
need to manage when they interact with patients, and that
is certainly true of researchers interacting with
i nvesti gators.

| think one of the things that the IRB does is
try to really | ook about how risk and benefit is
descri bed, and perhaps that is really where I am com ng
fromin nmy initial slide, which is to really encourage a
nore clear and careful and accurate estimation of the
ri sk and an accurate estimation of the benefits, because
I think there is a tendency to increase one and decrease
t he other.

DR. CHESNEY: Thank you very nuch.

W will nove on to Dr. Ellen Clayton from
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Vanderbilt University, who will talk about assent,
consent, and perm ssion.
Assent / Consent/ Perm ssi on

DR. CLAYTON: We were asked to give sone
background of information of things you m ght want to
know, so you will know howto listen to what we are
saying, so let me nake a few di scl osures about nyself.

One is that | amgeneral pediatrician and a |aw
professor. | also was a research assistant to Jay Katz
and his book on The Silent Wrld of Doctor and Patient,
and the final disclosure that | would make, as you wi ||
hear shortly, is that I am a physician nother who has
enrolled her children in clinical trials.

[ Slide.]

To begin this, in tal king about informed
consent, perm ssion, and assent, | have to say just a few
wor ds about infornmed consent, not because it is generally
applicable in trials with children, but because we need
t o understand the background.

One is that in terns of thinking about what is
necessary to do informed consent, we need to assess the

i ndi vidual's decisional capacity, do they understand what
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t he options are, what the possible consequences nay be,
and do they have a set of val ues against which they can
rel ate the consequences.

[ SlIide.]

There also has to be sonme sort of disclosure to
the potential subject, and there have been endl ess
ampunts of work tal king about what the standard of
di scl osure has to be. There has been a | ot |ess research
| ooki ng at how nmuch subj ects have to understand, but in
any event, that is another issue, and then, finally, we
al so insist on sone |evel of voluntariness.

[ Slide.]

We spend sone tine thinking about how voluntary
things really are, hopefully, beginning with an
acknow edgnent that nobody is a conpletely autononous
i ndi vi dual who i s making decisions conpletely independent
of everything else in their lives.

So, what we are really always on is sone
conti nuum bet ween persuasi on, mani pul ati on, and coercion.
I amfinally going to say that we do recognize that sone
ol der adol escents are devel opnentally incapable of giving

an ethically valid inforned consent.
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Now, whether that is legally valid or not, |
think is a conpletely separate issue, and by and | arge,
our | aw would say not, but nonetheless, clearly, there
are sone ol der adol escents who can do all these things
that | tal ked about.

[ SlIide.]

Why do we care about infornmed consent? W care
about it at least for two reasons. One is because we
val ue, particularly in this society, the notion that
peopl e should be able to direct their own futures, | am
the captain of ny fate, and al so because we vi ew i nforned
consent as a nechani sm by which individuals can protect
t hensel ves fromrisks that they may incur in the research
process.

How realistic the latter of these is, is | think
alittle bit hard to say, but | think the ongoing
question, the one that | amgoing to cone back to at the
end, is whether, in fact, we can say that there are tines
when the good of obtaining generalizable know edge nay
make it ethically perm ssible to do research even w t hout
consent .

This was a point raised earlier in the norning,
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and it is one to which | will return later.

[Slide.]

But the fact is, in pediatrics, that infornmed
consent isn't possible nost of the time, and so what do
we do? What we have done in the past is that we have
| ooked for parental perm ssion, we have tal ked about
notions of child assent, and we have | ooked at other
procedural safeguards, many of which we have al ready
heard about, talking primarily about mnim zing risk and
| ooking at the possibility of benefit to the child.

[Slide.]

What | want to spend nost of ny tinme focusing on
is this issue of assent. First of all, what is it? |Is
it just the little child saying yes, or does there have
to be sonmething nore there? Do they have to have sone
under st andi ng of what is going to happen to them sone
i dea about what the possible consequences may be?

They may or may not have a stable set of val ues,
but do they at | east have to have sone idea of what is
bei ng tal ked about ?

So, when we talk about that, that if it is nore

t han just saying yes, then, we have to | ook at these
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i ssues of does the child understand, does the child
under st and what the possi bl e consequences are.

Now, as we | ook at this, we also have to ask why
we care about whether the child assents or not, so we
have to | ook at what those reasons are.

| am actually going to begin with one that is
not on this slide here, but one which I think we need to
acknow edge, which is one of the reasons we care about
child assent is that it nmakes us feel better when we have
it as investigators.

So, if a child has said yes, then, we can
i ndependently of the noral value of their particular
decision, it makes us feel |ess bad.

But there are actually two ot her reasons why we
t hi nk about child assent. One is because we want to
honor their devel opi ng deci si onmaki ng capacity. It is
clear that children do not go from being an absol ute
tabula rasa to a conplete, fully-fledged decisi onmaker at
the age of 18. Actually, it is unclear when they becone
fully-fl edged deci si onmakers, and 18 may be a
particularly bad tinme, but nonetheless, it is not just an

all or none phenonenon.
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In fact, those of us who are parents realize
that children get better about nmaking decisions as they
get older, and that if they didn't have opportunities to
make nore and nore decisions as they get older, it is for
sure that when they get to be 18 or whatever, that they
will be terrible decisionmakers.

So, there is areally utilitarian viewin
wanting to pronote their decisionmaking.

The ot her argunent that is comonly nmade is that
we al so want to seek their assent in order to denonstrate
respect for them as human beings, to identify that we
recogni ze that they are not just the pawns of their
parents, but they, in fact, are individual little human
bei ngs who have wants and desires and needs.

Now, why do | spend a little tinme tal ki ng about
why we care about this?

[ Slide.]

Because it depends on what weight you give to
t hese two factors what you do about assent. Bil
Bartholnme, in the materials that you have here, really
focuses on the need to respect children, and he tal ks

about in his own work his recognition that what children
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want nore than anything else is for soneone to respect
t hem

So, as a result of that, he would really pay
enornmous attention to objection and really much | ess
attention to notions of the desire to enhance or
encourage the grow ng deci si onnmaki ng of the child.

The other view that is evidenced in many of the
materials that you were given today is that if you want
to pay sone attention to their decisionmaki ng capacity,
then, the weight that you give to the assent depends on
what ki nd of decisionnaker they are.

The decision of a three-year-old to agree to
participating in a particular trial in order to get a
pi ece of candy is worth | ess weight than the view of a
14-year-old who wants to participate in a study because
they think it m ght benefit other children in the future,
because they can actually assess what the risks and
benefits to them are, because they can see the val ue of
altruism because they can see the value of scientific
know edge.

If, in fact, your focus is on the nature of the

deci si onmaki ng process, then, it becones clear that the
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wei ght that you give to the child' s assent varies and
increases largely with age, but also with the child's
devel opnent al experience.

[Slide.]

But | think what is really the harder issue here
is not what you do when you have a child who assents, but
what you do when you have a child who objects. | think
that this is really in many ways the nuch harder question
for this reason.

First of all, let's look at the ol der child.
When you tal k about the 14-year-old child who is given
the opportunity, for exanple, to do the taste test study
that is the first one before us, you mght, in fact,
think that an ol der child who objects to this is, in
fact, kind of a bad kid, and, in fact, that one m ght say
that the parent in that setting or the investigator in
that setting m ght say, gee, this is really pretty benign
for you, you know, why are you being this way, | nean are
you just being a jerk or what is going on, so, because
there is nore opportunity to tal k about what is going on.

What | really want to talk about is the younger

child because it is pretty clear that unless you actually
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| ook at the extreme, | think what | would call the
Bartholme view, in fact, we realize that little kids
can't assent, and so really all we have to ook at is
whet her soneone has managed to coax theminto not

obj ecting or what we do if they do object.

Here is the story that | will begin to tell,
that | am going to expand on when | get to the role of
parental perm ssion. Since | amat Vanderbilt and
because we are i mmuni zati on heaven, both of my children
have been in nasal flu vaccine studies, and what these
involve is that the kids get the flu vaccine in their
nose, they get a blood draw, and then sonetine |later they
get anot her bl ood draw, but the thing that they hate is
not getting their blood drawn, | nean they hate that, all
ki ds do, but what they really hate is that if they get a
cold, they have to get their nose washed out.

| can tell you that both ny kids, when they were
goi ng through these studies, you know, got to the point
where they would cone to the clinic where | work, and
t hey would just say, "No nose wash." | nean they hated
it. Even if they weren't comng for the flu study, they

just knew that if they canme to the Peds Departnent, that
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it mght nean nose wash, and they hated it.

So, this was really quite onerous fromtheir
per spective.

Now, what should | or what should the
i nvestigators have done in that setting? Certainly
| ooking at a Bartholme viewer, even |ooking at NBAC s
recent report on decisionally inpaired subjects, what
those would say is that in the event of an objection, you
stop right then. That is the end of the discussion.

So, | think the question that we are left with
here is, is that, in fact, a reasonable response, and is
that, in fact, what we really ought to do.

So, | would just lay this out there, that I
think the real issue that we are required to pay
attention to here is do we imedi ately stop when the
child objects, realizing that the child nay object for
really trivial reasons or really not, or because, in
fact, the child views the intervention as entirely
noxi ous. Having had nose washes nyself, in fact, | can
tell you that they are really obnoxious to have.

So, that, | think, is what sone of the mgjor

issues with child assent are.
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[ Slide.]

Now, the other option is if we are not going to
pay attention to assent, or in addition to paying
attention to assent, how do we think about parental
perm ssion? Now, here, | think it is incredibly
i nportant that we avoid the | anguage of consent, and that
we be serious about sticking to the notion of perm ssion
because this is really, honest to goodness, proxy
deci si onmaki ng.

| want to |ay out sone of the argunents that I
cribbed from Dan Brock, to lay out some of the argunents
that are being made about why it is a good idea to have
parents be the surrogate decisionnakers.

The argunents are that parents are going to be
nore likely to consider the child' s interests, that they
bear the consequences nost directly, that parents have
the responsibility for socializing their children not to
be hoodl ums, but to be, in fact, altruistic good people,
i ncreasing notions particularly in ny part of the country
about famly privacy, which is don't tell ne what to do
with ny kid, | amthe one who is going to raise him and

you have nothing to say about it, and notions that the
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child would want their parent to decide these things
given that they can't decide them thensel ves.

Now, | nmention all of these to say that we | ook
at them but, in fact, there is little enpirical evidence
to say that any of themare really true, or that they are
conpletely conpelling, and to say that, in fact, there
are other things going on.

Certainly I use the story of the child flu
vaccine to bear this out. | mean one of the nice things
about the child flu vaccine is they had a 90 percent
chance of getting the flu vaccine, which was a good
thing, but clearly, if |I were just focused on ny
children's interests, they would nmuch rather not have
been in that study than been in it.

| also did tell themthat they were getting sone
nmoney, and it would go in their coll ege fund, and they
could go to Yale when they grew up, and this was good
t hi ng, and, you know, all that stuff.

Certainly it is true that | bore the
consequences nost directly. All those other things are
true, but to say that sonmehow I was a great decisionmaker

in that particular setting fails to acknow edge the fact
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that | | ove vaccines and | |ove research, and | think
this is good stuff.

So, as we look at this notion about what the
role of parental perm ssion is, we need to recognize that
it is not a sufficient proxy for the child and that we
cannot say that just because there is parental
perm ssion, that all the interests and concerns of the
child have been nmet, and so that we are conpletely out of
t he woods because we have perm ssion.

[ SlIide.]

So, | think that the real issue that we are
forced to deal with here is, is it ever perm ssible to do
research wi thout assent and/or parental perm ssion. |
t hi nk the problem of objection if one that we have not
fully addressed yet.

The ot her question that we have to deal with in
terms of asking for assent is that certainly one of the
primary rul es of parenthood and one of the primary rules
that | was taught as a resident--and Norm Fost was ny
teacher, so that is probably another reason I am here--is
that it is a bad thing to ask children for their

perm ssion if you are not going to do what they say.
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If you are going to do it regardl ess, then,
don't ask them The point that | have already raised
here, there are sone real questions about the sufficiency
of parental perm ssion, and the fact that both parents
and investigators have conflicts of interest.

So, | guess ny bottomline here is that | do
believe that there are going to be situations in which
you cannot get assent and which parental perm ssion is
actually not going to be sufficient to provide
pr ot ecti on.

So, here is nmy final comment, and then I wll
open this up for questions, which is that | think really
what we are left with here at the end of the day, when we
tal k about assent and permi ssion, is that we do have to
face up to the issue and say is the social good of
getting the information that we want sufficient to permt
certain kinds of research even w thout assent and even in
the face of parental perm ssion, and that | think, as I
read through the materials, that we do not have not an
adequate consideration of the utility argunment that Jeff

so well laid out earlier today.

| think as we go forward with this, if we do
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give weight to the utility argunent, that we need to be
m ndf ul of our tendency both to overestimate benefits and
underestimate risks, and be m ndful of the history that
we certainly have, that children have routinely and
systematically been abused in the context of research in

t he past.

End of comments.

DR. CHESNEY: Thank you very much, Dr. Cl ayton.
Questions for Ellen? Yes, Dr. Nelson.

DR. NELSON: You failed to nention whether your

children got a nose wash.

DR. CLAYTON: Oh, they got several

DR. NELSON: Over their objection?

DR. CLAYTON: Oh, yeah

DR. FOST: But, Ellen, that was a therapeutic
trial, was it not?

DR. CLAYTON: Well, you know, they had a 90
percent chance of having gotten the vacci ne, and 10
percent not, and, you know, flu is around, but, you know,
the fact of the matter is they were healthy kids. One of
them had asthma, so it was even nore therapeutic for him

but the other one wasn't, and they just--you know, and as
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Bill points out, | nmean little kids hate that stuff.
So, yeah, | nean there was a potential benefit
there, but if we are serious, |ooking at what Bill would

say, then, one would have said that perhaps | should
st op.

DR. CHESNEY: Dr. Fost.

DR. FOST: Well, I amnot sure. Bill has passed
away, unfortunately, who is responsible for nmuch of what
we are tal king about today, but | am not sure what Bil
woul d have said. He surely would be opposed to a
conpl etely non-therapeutic study of al nost any risk, but
given that situation where one of your children had a
chronic illness and stood to benefit from access, a 90
percent chance of getting access to an agent that he
ot herwi se woul dn't have been able to get access to, |
assumne- -

DR. CLAYTON: Well, he could have gotten flu
shot s.

DR. FOST: Right, but this was possibly better.

DR. CLAYTON: Yeah, well, | nean--

DR. FOST: | don't know that that is any

different than the judgnent that you woul d have made
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about giving hima standard flu shot. He wouldn't have
want ed that either.

DR. CLAYTON: Well, he wouldn't have gotten it
either. But | amjust saying that dependi ng on how one
| ooks at this, | nean if one were to take the NBAC
position on decisionally inpaired subjects, and to apply
it absolutely to kids, then, we absolutely should have
stopped. | amnot sure that that is a position that we
can tolerate.

DR. CHESNEY: Dr. Gor man.

DR. GORMAN: Do you feel that either IRBs or
principal investigators or sponsoring organi zations have
a responsibility to | ook at studies that either have | ow
enrol | ment meani ng many people are offered but few choose
to do the protocol, or high premature term nations to see
whet her or informed consent was truly informed?

DR. CLAYTON: | think that would be a really
good idea, and the reason that | say that is that often
when people either decline to participate or when they
drop out early, it is because the study is considerably
nmor e onerous than people thought going in, and they may,

in fact, have known about it beforehand, but nonet hel ess,
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failed to have sufficient appreciation of what was really
at st ake.

DR. GORMAN: So, as we, as clinical researchers,
wrestle with informed consent, this perhaps should be yet
anot her outcome nmeasure?

DR. CLAYTON: Well, | have to say that in sone
of the work that | do, | actually go back and do
retrospective studi es about what people--first of all,
what they got out of the consent docunent, and whet her
t hey actual ly understood what they were getting into, and
what they have thought about being in the study after the
fact.

Now, | do primarily research with adults, but I
think that Dr. Kauffman's study, which showed that, in
fact, you know, if you do it right, the mapjority of
ki ds--1 mean kids actually can be altruistic. It is one
of the amazing things about kids. So, | amquite clear
that there are a lot of things that they can believe are
a good thing to do, but I think we won't know that unless
we ask them

DR. MURPHY: Ellen, | have one |ast question.

Did your children express their great joy in being
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altruistic at getting nasal washes ever?

DR. CLAYTON: | haven't rem nded them now that
they are old enough to give ne a coment about that. So,
no, | nean--

DR. MURPHY: | would like to add a different
perspective to this even. | think what this discussion
al so brings forth is not only the ethical issue, but that
the drive that the whole area of performng clinica
trials will bring in, not only new endpoints, but also in
maki ng things | ess noxious for children, and having done
flu diagnostic work, we devel oped the cool approach to
this, which is the snort and bl ow snort approach, which
one devel ops new techni ques for sone of these al so.

DR. CHESNEY: Thank you, Di anne.

Qur next speaker is Jonathan Rackoff fromthe
National Institutes of Health. He is going to tal k about
conpensati on.

Conpensati on

MR. RACKOFF: Thank you. In the vein of
di sclosure, | should say that ny research for the |ast
four to five nonths has been on a nunmber of issues in

conpensation, particularly those in pediatric research
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[ SlIide.]

As we conduct nore pediatric research and the
pressure to recruit child subjects, and where they need
to pay for their participation is likely to increase, you
may be surprised how conmon paynment has al ready becone.

Paying for children's participation is an
el ement of 25 percent of all pediatric and neonatol ogy
trials, at |least that many advertise for conpensation,
and this data is from CenterWatch, a prom nent clinical
trials listing service.

When amounts are quoted, they typically range
bet ween $200 and $400, and there is anecdotal evidence
for payments that even exceed $1,000. As the practice
becomes nore and nore preval ent, we have to ask whet her
or not it is appropriate.

[ Slide.]

We can't expect nuch guidance from the bioethics
literature unfortunately. To a large extent, it has been
silent on the question of whether or not children or
their parents should be paid for their participation of

children in research, but the American Acadeny of
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Pedi atrics does have a policy statenent on point.
Specifically, it recommends that if parents are paid,

t hey be given only a token of appreciation. | guess what
is meant here is a relatively small amount of noney. And
if children are paid, the AAP recommends that the fact of
payment actually be withheld fromthemuntil the study's
conpl etion, hopefully, to ensure that paynent is not part
of the reason that a child volunteers or is volunteered
for a study.

[ SlIide.]

There are a variety of different concerns that
have pl agued peopl e who have thought about this, about
the i ssue of paynment in general, paynent to anyone of any
age. There are four main concerns. The first is that
paynment may represent undue inducenent. This is
essentially the view that subjects beconme so captivated
by paynent that they ignore other factors relevant to
their decision to participate in research.

The second worry is that paynent nmay
di sproportionately attract the econom cally di sadvant aged
to research. This is a traditional justice worry about

t he poor bearing an undue burden.
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[ Slide.]

The third concern is that subjects who are paid
may not share the goals of research. This is the
altruistic notive, the worry that they will do it for the
noney.

Finally, there is a concern that paying subjects
represents commodification, that the relationship between
the subject and the investigator and the subjects’
participation itself may take on an i nappropriate
econom ¢ character or dinension.

[ SlIide.]

Over tinme people have attenpted to resolve these
worries in a variety of different ways, the nost
prom nent of which has been focusing attention on how
much subjects are paid with the idea being that if you
can reduce the amount that they are paid, then, these
worries will sonehow di sappear, but unfortunately, al
four issues remain contentious and adults continue to be
pai d.

In order to evaluate whether or not it is
appropriate to pay children per se, or at |east to pay

for children's participation, it is necessary that we
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| ook at concerns that are unique to paynent in the
pedi atric context.

[ SlIide.]

There are three broad areas of concern when we
t hi nk about the ethics of paying children or paying for
children's participation.

The first is a concern about exploitation, that
parents will for self-interested reasons, nanely, to get
the noney, may enroll their children in risky research,
and that this will represent exploitation.

The second concern is that parents, in
attenpting to make good research decisions on behalf of
their children, their judgnent will be distorted and that
they will get judgnments of best interests w ong.

Finally, there is a concern about conprom sed
assent, as Dr. Clayton touched on. Children may not
consider all the factors that are relevant to their
agreenent to participate.

[ Slide.]

These three concerns can best be understood when
viewed through the I ens of best interests, that is, the

standard with which parents it is generally agreed should
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make research decisions and clinical decisions for their
children. In clinical research, parents in nost cases
shoul d give perm ssion for studies that serve their
child' s best interests, and there may be exceptions for
nasal washes and the |ike.

Best interest definitely requires a judgment
call, and it can be hard to know what is best for a
child, and as a result, parents have substanti al
di scretion in deciding or identifying what their
children's welfare interests call for. But this
di scretion is not unlimted.

[ Slide.]

Sonetimes parents' decisions clearly violate
their obligations to their children. |In extreme cases,
the courts will intervene.

This case is froma Jehovah's Wtness case from
1944, in which the court wote that, "Parents may be free
to become martyrs thenmsel ves, but it does not follow they
are free in identical circunstances, to nake martyrs of
their children.” It is reinforcing the idea that best

interests ought to be at least the first standard.

[Slide.]
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Looki ng at these three concerns in greater
depth, and through the | ens of best interest, it becones
clear that exploitation occurs when parents disregard the
best interest of their children, but this is not
sufficient in order for exploitation to occur of parents
exploiting their children.

There need to be three elenents present. This
is adapted from Wertheiner's book on Exploitation.

The first is that parents nust take advant age of
their children's vulnerability. Here, we nean that
children rely on parents to make good deci sions for them
and if parents deviate fromthat standard, meke deci sions
for reasons other than their children's welfare, this
violated children's vul nerability.

The second is that children are exposed to
burdens and risks of harmwhile they are in research. It
woul d seem kind of strange to say that a child was
exploited if there was no concei vable way that the child
coul d object, although sone would say that that is
expl oi tation nonet hel ess.

Finally, that parents accrue sonme kind of

benefit. Here, the idea would be that they get the
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i ndirect benefit of paynent to the children.

[ SlIide.]

One has to ask how likely is it that parents,
for the average of $200 to $400, are really going to
exploit their children, enroll their children in research
that is not in their interests.

The answer to this is unknown, but it is a
definite possibility. Parents can easily access the
earnings of their mnor children and, as a result, they
can be tenpted by them even $200, and this is
particul arly concerning when you are dealing with parents
t hat have | ess noney.

There are precedents for parents not always
acting in the best interests of their children. Child
abuse and negl ect are prevalent, and this is good
evi dence for that.

[ Slide.]

The second major area of concern with paynment
for children is that paynent nay skew parents' judgnents
about what is in their child s best interests, and this
can happen in essentially two ways:

Payment may distract parents from other
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consi derations that m ght be relevant to the

determ nation of their children's best interests, and it
may al so cause themto overval ue paynent relative to any
di sadvant ages that the parent is using paynent to offset
t he di sadvantages of research in determ ni ng whet her or
not that study has a favorabl e bal ance of risk to benefit
for their particular child.

[ SlIide.]

Finally, the third major area of concern is that
paynment conprom ses children's assent to participate in
research.

Now, adult infornmed consent, as we have heard,
can cause a nunber of things. The first is decisional
capacity, it also requires disclosure. It requires
di scl osure of the risks of research and the other burdens
that m ght be invol ved, conprehension of these risks, and
that the agreenent to participate has to be above or it
has to be voluntary, and all these qualities have to be
above a certain threshold.

Due to obvious devel opnental difficulties,
children's assent won't neet the threshold for consent in

adults, and exactly what the threshold for children
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having these four qualities has to be is unclear, but the
worry is that since children typically have very little
nmoney that the control, pediatric paynent m ght always
represent undue inducenent, it mght always push children
bel ow the threshold for valid assent.

[ SlIide.]

Now, exploitation and distorted judgnments, they
sound very scary, but how great is the harn? This is
debatabl e, but | and others in ny group agree that the
harm generally varies with the risk that a child is
exposed to in the course of involvenent in research, and
this is very inportant because in federally-funded
research, the Common Rule limts children's allowable
exposure to risk, as we have heard.

[ Slide.]

Specifically, research should not be approved
t hat presents children with greater than a m nor
increment over mniml risk, wthout a prospect for
direct benefit. These terns are difficult and open to
interpretation, but the danger that pediatric paynent
poses to children is limted to the extent that | RBs are

able to properly enforce the required risk categories.
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[ Slide.]

Now, for the nobst part, as far as | am
concerned, in federally-funded research, these risk
categories alleviate much of the concern. Paynent of
children seens to be, while still perhaps problematic,
not obvi ously unethical or inherently unethical, but if
you are not persuaded by that, there are other things we
can do.

The AAP has recomrended that, as | nentioned
before, information about paynent be wi thheld from
children until the conclusion of the study, and this
definitely elimnates any risk of conpron sed assent, but
there still my be problens even with well-intentioned
deception, this raises ethical concerns, this deferred
di scl osure.

Since there are other protections avail abl e,
deferred discl osure probably is not warranted. Again,
this is open for debate, but this is our view

[ Slide.]

There are four--and there may be nore--but we
identified four safeguards that will nake paynment of

children even | ess problematic.
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The first is to extend the risk limts that are
i nherent in the Conmon Rul e, the subpart on kids, to al
privately funded studies. The worries about exploitation
and di storted judgnent become very troubling indeed in
studi es that don't have those protections.

In all studies, the ways and the amount chil dren
are paid can be adjusted. W can use deferred or
non- monetary types of paynment. This would be savings
bonds, coll ege bonds, or gift certificates, and children
can be paid less instead of nore. It is certainly very
difficult to identify exactly how nmuch they should be
paid. It depends on sone sort of nodel for why they are
pai d beyond the augnmentation or recruitnent, but even a
ceiling m ght be established, say, $300, and that is open
for debate.

Third, the ampbunts paid to parents could be
limted to rei mbursenment for incurred expenses. Both 2
and 3 here reduce the tenptation that parents will face
to give consent or give perm ssion for children to be in
studies for the noney, and it nay be possible or
acceptable to pay thema little bit nore than that, sone

m nor i ncrease over that reinbursenment |evel, but
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certainly we don't want to give parents any incentive to
enroll their children.

[ SlIide.]

Finally, we could provide explicit guidance to
parents in the parental permni ssion form about the role
t hat paynent ought to play. This is a rich area. There
are a lot of things that could be suggested, but | have
provi ded sone possi bl e | anguage.

"Payment is offered in appreciation for your
child' s participation in this study. W do not intend it
to conmpensate for risk. In your judgment, participation
in this study should be in your child' s best interest.”

Maybe it woul d be appropriate to provide sone
conmment about exceptions to that here.

"However, you are free to waive paynent in
deciding if this study offers your child a favorable
bal ance of risk and benefit." Here, we are allow ng
parents, since |IRBs presumably haven't factored this in,
to view paynent as an indirect benefit that offsets the
di sadvant ages of research.

To sum up, taken together, the risks that

paynent presents to children probably aren't sufficient
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to call the practice inherently unethical or unethical in
principle, but the protections that we institute and how
we pay will be crucial to the ethics.

That's it.

DR. CHESNEY: Thank you.

Any questions? Yes, Dr. Edwards.

DR. EDWARDS: For someone who has been washi ng
t hose noses at Vanderbilt for nearly 20 years, | have a
couple of points. First of all, | think that soci al
situations have changed and that there are nore nothers
and fathers both working, so | think that the necessity
for sonme conpensation to the fam lies because of m ssing
wor k or other day care kinds of situations are nore of an
econom c reality now than they were a nunber of years
ago.

| guess the second point that | actually woul d
i ke you to coment on is that sonetines when consent is
given with assent of the patient, particularly if the
patient will be comng at nultiple visits and will get
sone sort of conpensation, you know, $10 for each
i nteraction, nose wash or what, that the children or the

adol escents are very excited when they cone in and wl|
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get sone sort of conpensation, but then the next visit it
has becone very clear that the child or the adol escent
never sees that noney, that, well, nom you used that to
buy the groceries, or you used that to buy whatever you
want ed, and sonetinmes | certainly don't want to be a
police person for those interactions, but does that
change the consent when you realize that something that

t he assent was given for sonething positive has been
taken away, does one need to reeval uate whether that is
an acceptable risk-benefit ratio?

MR. RACKOFF: Two very good points. | wll take
the first one first. The issue of paying for tine or for
opportunity costs really is a thorny issue, because you
are going to get into issues of equal treatment, because
obvi ously, the nother, who is an investnent banker, is
going to incur a nmuch greater opportunity cost than the
not her who is working in the |ocal diner, but to the
extent that you have really econom cally di sadvant aged
fam lies that need to have sone kind of conpensation to
keep them going, well, certainly there is going to be a
stronger tendency to provide that on the part of the

i nvestigators, otherw se, they are not going to
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participate in the study, so it is sonething we have to
| ook at.

As far as the issue about assent and parents
taking the nmoney, I amnot really sure what to say. It
is going to be a continuing problem One of the possible
solutions mght be to attenpt to point out to parents
fromthe get-go that the benefit of payment, the benefit
that it represents is intended to accrue to the child.

There may very well be well-intentioned parents
who don't realize that, you know, this noney is being
given to Billy and it is totally appropriate for Billy to
give it tonme, and if we let them know that that is not
appropriate, maybe that will offset some of the concern.

DR. CHESNEY: Dr. Gor man.

DR. GORMAN: The concept of a cap on paynent for
clinical studies is troubling due to the wi de variation
of the risks or benefits for children in those studies.

Most of the people in this room | suspect, are
rei mbursed or conpensated for both the conplexity of
their jobs and the risks they take. W have scal es of
reasonabl e and customary fees that we are paid for

certain services.
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Woul d that be an ethically acceptable nodel if
sonmeone could come up with that value, how nuch is a
visit worth for a patient, or a bone marrow, or a nasal
wash, or | amthinking of all the other terrible things I
have approved in ny studies, in nmy |RB studies,
endoscopy, is there a construct that you would find
ethically acceptable that would all ow sone expert body to
put a value on those?

MR. RACKOFF: | think the answer to that
guestion would be certainly yes in adults, in fact, nmany
have proposed that adults be--or sonmeone proposed that
adults be paid for tinme punctuated with additional funds
for onerous procedures.

The issues in children will be the same, though.
I mean if a child has to undergo a particularly
unconf ortabl e procedure and is going to be conpensated at
a rate that would seem appropriate, that m ght be a good
deal of noney, and we are going to need to weigh the
concern about exploitation against the worry that that
oner ous experience won't be adequately conpensat ed.

DR. CHESNEY: One nore question.

DR. FI NK: You made the comment | think it's a
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paynent being coercive, that it would attract the
di sadvant aged and the econom cally poor and the
mnorities, and is there really any data, because ny
experience has been | get--my problemis recruiting the
inner city patients even though | amin an inner city
hospital --and | get a much | arger suburban popul ati on
participating in clinical research where the paynent is
| ess inportant.

| am not really sure there is truth to the
statement that paynment will unduly influence mnorities
or the econonmically disadvantaged. |Is there any data to
really back up that comment?

MR. RACKOFF: | amnot sure that there is good
data to back up the concern that paynment would unduly
i nduce anyone. On sone level, it just nakes sense, if
you nmake m ni mum wage and someone is offering your child
$1, 000 for four weeks or procedures, that that would
serve to provide a big incentive to agree, but | don't
know of any good studies on that.

DR. CHESNEY: Thank you very nuch. The good

news it that they are working on supply air conditioning
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to the room Qur next speaker is Dr. Eric Kodish from
Case Western Reserve, and he will talk to us finally
about non-beneficial research in relatively sick
chi |l dren.

Subj ect Sel ection, Ethics and Pedi atric Research

DR. KODI SH: Thank you.

[ SlIide.]

My initial perspective to share with you is that
of a clinician who cares for children with cancer, and
al so the perspective of being the last in a series of I
think very interesting talks, so | amgoing to try to be
bri ef because I want us to be able to eat |unch and fuel
our brains for what | think is going to be an inportant
di scussion this afternoon.

| have decided to really tal k about subject
sel ection and focus on the question of having nmade the
deci sion that we are going to do research w thout the
prospect of direct benefit, is it norally better to do
that research in sick children or in well children.

| think there are a |ot of interesting questions
about the former question that | nmentioned, but the

assunption that you all need to have for this talk is
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t hat we have answered that already, we are going to
proceed with that kind of research

To lay the foundation for ny discussion of this
sick children versus well children subject selection, I
amgoing to talk a little bit about Phase | oncol ogy
trials to begin wth.

[ SlIide.]

| hope that this will provide sone context. |
think the termused in the past for Phase |I oncol ogy
research both in children and adults that has been
inportant is "therapeutic intent.” | would focus on the
word "intent" here.

The data denonstrate that there is an objective
response rate of between 5 and 7 1/2 percent for children
that are in Phase | trials. A response rate includes
conpl ete response neaning that the tunmor has gone away,
and a partial response nmeaning that the tunor has shrunk
to sone degree.

| would ask the question that if that is too | ow
of a threshold to call it research with the prospect of
direct benefit, then, what nunber would one give? Wuld

it be 10 percent? Wuld it be 30 percent? Wuld it be
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50 percent? One gets into a nunbers gane here.

| think the term"therapeutic intent" is
i nportant because it denonstrates the fact that it is
possi bl e to have nore than one intent when one does
sonething. The exanple | like to use is that I like to
mow my lawn. | like to do that because it gets nme away
fromnmy kids when they are nagging ne, but | also like to
get outside and be in the fresh air.

The sanme thing can be true for Phase | oncol ogy
research. An investigator can have the intent of
| earni ng about a new agent, but at the sanme tinme have
therapeutic intent, the desire to benefit the child who
is the subject in that context.

Commensur ate experience, | would really ask the
hard question: 1Is that a valid justification? The regs
and exanples tal k about a bone marrow aspirate in a child
who is used to having had bone marrow aspirates or
bi opsi es before. One could see the sanme |ine of argunent
going toward the discussion of exposure to chenotherapy.
A child knows what it is like to get chenmb. What's the
big deal if it is a commensurate experience for themto

have anot her cycl e?
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Well, | would argue that it is a very big dea
because children who have been through previous cycles
have i npaired organ function. The relative risk of that
exposure to a Phase | agent may be higher. | am not
argui ng here that we ought to do Phase | oncol ogy studies
in healthy children certainly.

The flip side of this argunent is the Catch-22
of the current scheduling of Phase |I trials, which as
nost of you know, starts at a fairly | ow dose, so that
the chance for direct benefit is relatively low, and sone
have argued for a dosing schedule in Phase | studies that
actually starts at a higher level to increase that chance
for prospect of direct benefit, getting back to the risk
of toxicity one woul d expect a greater risk with that.

So, we have this direct relationship in Oncol ogy
between toxicity and efficacy that is going to be
probl ematic no matter how we | ook at it.

The problens in defining benefit have been
spoken about already. It may be nore than just the tunor
measurenment that | nmentioned earlier, and pain relief,

i nproved quality of life, a sense of doing sonmething when

not hi ng el se can be done.
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These are all in a broader understandi ng of
benefit, potential terns that can be understood as
beneficial, and finally, pediatric altruism | would echo
what ot hers have said, it does exist, and I think it is
i nportant not to forget that.

Finally, in Phase | oncology trials, we talk
about risks and benefits a lot, but if one renmenbers the
el ements of informed consent, it is risk, benefits, and
alternatives, and it is critically inportant that the
al ternative of hospice philosophy care be presented to
parents, and nost inportantly, to the child, and this is
really one of the terrific things about being a pediatric
oncol ogi st, having a long-standing relationship with a
child who one can sit down with if he is 8 or 10 or 12
years old, and tal k about hospice phil osophy care as an
alternative to Phase | trials.

Now, it is true they can be done in conjunction,
but a real presentation of those alternatives to the
child hinmself or herself, | think is what is critical to
the informed consent process here.

[ Slide.]

So, as | said, subject selection is not a
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controversy. | haven't heard the first proposal for a
new agent of anticancer drug in a healthy subject, and I
don't expect we will hear that proposal. | think that it
does qualify as research with the prospect of direct
benefit, which puts it in a different category than those
situations we are tal king about today.

Finally, the potential for benefit mtigates,
but does not elim nate the need for protection from
research risks. | think it is really inportant that we
don't abandon the paradi gm of protecting research
subjects fromrisk. W are in the mdst of a major sw ng
toward clinical research. | think that is good, but if
we forget some of the | essons of history that Jeff spoke
about earlier, we are going to get into trouble, and this
potential for benefit does mtigate, but does not
conpletely elimnate that need to protect kids.

[Slide.]

Subj ect selection then in studies with no
prospect of direct benefit, a new acronymthat | hope Bob
Levine would like, PODB. Children wi thout the target
di sease i s probably another way, | would say, of saying

studi es without the prospect of direct benefit.
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A Phase | cancer trial would be excluded here
based on what | have just said, but a new antibiotic, a
phar macoki netic study in a new antibiotic in a child with
cancer is potentially included. This is not true if the
child is febrile and neutropenic.

This would be a dosing study in a child who was
not febrile or neutropenic, but it is potentially a study
with no prospect of direct benefit to the child who has
cancer.

The differences between healthy children, Kkids
with acute illness, and kids with chronic illness needs
to be spoken of, and this is a generalization, and | have
to nmake it clear that it's a big generalization, but at
| east it sets a framework, | think, that kids with
chronic illness usually are better able to participate in

a deci sion than the other two.

| would put healthy children in the m ddle, and

nost often sonmeone with an acute illness or perhaps even
an acute exacerbation of a chronic illness, but that gets
tricky. A new onset acute illness or newy diagnosed

child with | eukem a may be | east able to participate

because of the sense of shock.
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There will be exceptions. Certainly | have
taken care of kids with cancer who regress rather than
advance in their maturity, but nost of themare able to
make better decisions, | think, than their
cont enpor ari es.

| am going to spend the |ast few m nutes running
t hrough some of these scientific, practical, and ethical
issues as they relate to these questions of subject

sel ection when there is no prospect of direct benefit.

[ SlIide.]
A couple of the scientific issues. | was on
call last nonth and got a beep froma research nurse who

asked me if it was all right to approach parents of a
child with sickle cell disease, who was admtted to our
hospital with pain crisis, for a pharmacokinetic study of
a new i ntravenous preparation of an antifungal drug.

It struck me, first of all, as the attending
physician for this child, that he was at virtually no
ri sk for fungal disease--children with sickle cell are at
risk for bacterial disease certainly, but not fungal
di sease--and that his hepatic function was probably not

normal. I n fact, | renenbered rounding on himin the
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nmor ni ng and seeing that his eyeballs were yellow, to us
| ay | anguage.

So, | was interested in this idea that a
phar macoki neti c study woul d be proposed on this
particular child who had altered liver netabolism and
was al so on other nedications that m ght have a drug-drug
i nteraction.

It is inmportant to renenber that some di seases
can alter these nmetabolismand disposition issues, and
froma scientific standpoint, perhaps healthy kids are
better subjects for these early studies.

It is also inportant to bal ance that, however,
with what | want to call the rule of econony in research
desi gn, which says that good science requires the use of
subj ects that are going to be able to maxim ze
generalizability. | use the word "use" here again I
think simlar to what Jeff said. Maybe it is all right
to just recognize that we are using children and talk
about it in a nore frank fashion that way.

This rule of econony says that the m ninal
nunber of subjects should be used when we are clear that

the goals are really to help future patients. It is a
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best use of our resources sort of argunent, and it raises
gquesti ons about whether to use healthy children or sick
children in these situations. |If one anticipated that
the drug one is studying is going to eventually be
targeted toward a particul ar disease, this rule of
economy woul d suggest that we ought to do the early

non- beneficial studies in children with that disease.

[ SlIide.]

A coupl e practical issues broadly franmed as
geography and access. It is seductive, | think, to put
sick children on these sorts of studi es because they are
already in the hospitals, and let's face it, that's where
the pediatric investigators happen to be.

Their baseline | abs are available, they have
past medi cal experience. The slogan that there is no
need to reinvent the wheel, and sonething nmentioned
earlier, | think very inportant, about the access to
emergency medical services in the case of an anaphyl actic
reaction or sonething that severe.

So, this is a practical issue arguing for the
preferential use of sick children in this context. It is

not an i nsurmunt abl e i ssue, however, because one coul d
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i magi ne the construction of free-standing pediatric
research centers with all of those things available, a
| ot nore costly, a lot nore inpractical, but it could be

done if it was decided that it was inportant enough to

do.

Secondly, a practical issue is access. By this,
| mean access to the intravascul ar conpartnment. Kids
with acute illness often have an IV line, kids with
serious chronic disease may have a central line, and I

t hi nk conpared with children who are not sick, the burden
is relatively mnimzed in children for whom access is

al ready established.

For a peripheral IV, | think the issues are |ess
significant than having to put in a central line. One
i mgi nes, hopefully, that it will be considered nore than

a mnor increase over mnimal risk to take a child to the
OR and put in a central line for the sake of a study
wi t hout the prospect of direct benefit with no other
I ssues goi ng on.

So, these practical issues, in general, | think
do sway us toward wanting to consider first children who

are sick
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[ Slide.]

Aha, this slide tal ks about the ethical issues,
which | think would say, as Tevya says, on the other
hand. | think "best interests"” has been used a little
bit this nmorning, but | just wanted to say that there is
alimt of our best interests standard thinking here, and
I want to be clear that a narrow understandi ng of the
best interests standard would prohibit all of the
research that we are tal king about today. | think that a
br oader understandi ng of best interests standard is
acceptabl e here, but we need to be clear that we are
broadening it and perhaps to sin bravely, in Paul
Ransey' s words.

A term that has not been used, and | think is
critically inportant, is the therapeutic m sconception.
It has been reported clearly by Paul Applebaum and ot hers
in the adult context, it has not been tal ked about nuch
in children, but there is no reason to think that things
shoul d be any different for kids than adults, and a real
et hi cal advantage of doing these sorts of studies in
heal thy children over sick children would be to avoid the

t herapeutic m sconception.
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Col | ateral benefit is an interesting issue that
has been covered already. | think there is sone nora
collateral benefit to raising children as altruistic
bei ngs, and finally, | get to the inperative of
protecting sick children conpared to protecting healthy
children, and this is an argunent from justice, which
says that there needs to be a fair sharing of burdens and
benefits, and in that context, | think children who are
sick are al ready experiencing a great deal of burden.

Sone of the burden should be shared by children
that are healthy, and this argues from an ethics
perspective for including those children in these
st udi es.

So, | would conclude with what | woul d consider
a vigorous rejection of the tendency for us all to say,
well, that child is already sick, let's just go ahead and
do the research anyway. | think we need to be clear
about that, that risks making sick children even nore
sick, and | would psychoanal yze this a protective urge
that | have for ny patients that are sick, who really
shoul dn't be nade sicker just because they are already

si ck.

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



aj h

Justice, as | nentioned, calls for a sharing of
t he burdens and benefits.

[ SlIide.]

This states the need for bal ance, that real
wor |l d decisions require that we think about all three of
these - scientific, practical, and ethical consideration,
and in the end, what | hope we would conme out with would
be a reasonabl e adm xture of studies on children that are
heal thy and children that are sick, but a diverse
portfolio based on the particular clinical study that is

bei ng proposed.

Thanks.

DR. CHESNEY: Thank you very much for your
coments and brevity.

Any questions for Dr. Kodish?

[ No response. ]

DR. CHESNEY: If we could return from|lunch by
quarter of 2:00, please.

Thank you.

[ Wher eupon, at 12:43 p.m, the proceedi ngs were

recessed, to be resuned at 1:45 p.m|]
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AFTERNOON PROCEEDI NGS
[1:50 p. m]

DR. CHESNEY: This is the Open Public Hearing.
| have comments fromtwo people that wanted to have their
comments read, and Dr. John W/l son from LSU, Shreveport,
who is a nenber of the PPRU there had asked if he could
say a few words, so why don't we start with Dr. WI son,
and then | can read the other coments.

Open Public Hearing

DR. WLSON: Thank you very nuch. | am John
W | son, LSU Medical Center, Shreveport, Louisiana.

| have listened this norning to a discussion of
many i ssues which I have grappled with over 30 years of
doing clinical trials in children, and it is really quite
rewardi ng to hear the rather erudite and thoughtful
approaches to many of these issues, none of which I
bel i eve have an answer per se, but each one is a
struggl e.

If I could take a few m nutes of your time, |
woul d like to nmake some comments and put forth sone
guestions, and perhaps that will drive sone

consi derations | ater.
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First of all, the nunber of children |ikely
enrolled fromthe FDA figures this norning were about
15, 000 children needed for sone studies to date. | would
like to put on the table that you can nultiply this
figure by about 10 in general, because it takes about 10
children screened for basic inclusion criteria usually to
produce one enrolled child. So, that is a general
figure, 10 to 1, so you are probably | ooking at 150, 000
encounters to produce the 15,000 chil dren.

Now, in view of societal differences in
participation of children in research, | was able to
spend a little over a year in Sweden at the Karolinska
doing pediatric clinical trials, and so | could conpare
t hat experience with the experience in the United States,
and | can tell you from a personal experience which other
of ny coll eagues have had as well, | mght say, that
there are societal differences.

For example, in Sweden, if you ask a parent for
participation of their child in research, then, the
parent regarded it as a privilege to have their child
partici pate, and oftentinmes the question of conpensation

did not cone up, but they are not doing their best for
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society if their child did not participate because,
i ndeed, they viewed it as their opportunity to share the
bur den.

Recal | that pediatric research is opportunistic
and requires extensive manpower consi derations, and there
are a few pediatric clinical pharmacol ogi sts that have
had formal training in this regard, so the question of
use of normal children, if you will, | think needs to be
viewed in that perspective of an opportunistic approach
to studies.

For conpensation, this is a matter that has
troubled ne frequently because | have never known how
much is enough or what is too little, and I think this
i mpacts upon the difference in our country versus Sweden
and other countries, as well.

One thing we pin our conmpensation to, in
addi tion to out-of-pocket expenses, is whatever the
prevailing m ninmumwage is, and we do this to give people
a choice. They can either accept the "m ni mum wage" or
t hey can go down the street and nake nore. All right.

So, at |east that gives sone kind of anchor post.

For conpensation, let's recall that for children
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seven and younger, that may make no sense at all, because
they may not care. As a child ages, and especially
adol escents, who want to go down to the corner and buy
those five CD' s that they have been waiting to purchase,
conpensation beconmes nore inportant, so | think an age
determ nant is inportant to realize.

| think we must also give attention to support
of IRBs and their infrastructure, and especially as we
focus nore on assent and sonme of the things nmentioned
this morning. This whole matter of IRB review at nost
institutions, | believe, is grossly underfunded and
under manned.

| woul d support some kind of uniform or
har noni zati on of rules by which all IRBs operate. | am
aware of differences, inportant differences in the way
sonme private | RBs operate versus university IRBs, and |
think that if |I had to stand here and bet you a case of
Coca-Cola that that is where the main pitfall and trouble
is going to surface in the next few years, it is going to
be in all IRBs not conform ng to the sane gui delines.

| think we need to make that a happening very

soon.
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The dollars, shortened tinmetable of protocol
revi ew and performance, such that outcone rather than
ethics of design and care of subjects drive a study
forward for reward of the sponsor, perform ng
institution, and investigator all too often.

| woul d propose renedi al neasures to include the
foll owing: enphasize quality of a few studies and the
data from those studies, de-enphasize quantity of
studies. W don't necessarily need to study the 16th Ace
inhibitor in children unless it offers sonme benefit, as
an exanpl e.

| think we need to increase the institutional
infrastructure for the IRB and other adm nistrative itens
consum ng investigator attention away from needs of the
child subject. Those of us that are in the trenches
doi ng research are increasingly burdened by
adm nistrative itens, many of which are to stay in
conpliance with state and national regulations, and the
nore we are drawn out of the trench and behind the desk
to handle these items, | submt to you that the |ess
attention and care we can give to welfare of the research

subject. This is happening.
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Let me put sonething finally on the table for
your consideration of risk. | have heard m nimal risk,
above mnimal risk, and so forth. Let me ask you if we
shoul d have a focus or do we have a focus at the right
| evel of concept on this matter?

| submit to you the following: | question the
magni tude of risk being it adverse effects, i.e., safety,
or lack of efficacy, which by the way, is a risk, for use
of unproven drug versus risk of proving or no safety and
efficacy in study subjects.

Now, once we nmke that determ nation, i.e., the
ri sk of continued use of an unproven drug versus proving
or not via a study, utility of the drug in a child, once
we make that determ nation, then, we can turn our
attention to benefit and add questions of benefit to the
bal ance.

Now, this is a little bit of a different tw st
on our concerns with risk, but we have heard a | ot about
only two-thirds of drugs are approved for use in
children, and many of these drugs continue to be used in
children, well, what is the risk of doing that, what is

the risk of not knowi ng the dose, the risk of inefficacy,
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the risk of adverse effects, and so forth.

It is very, very hard to get a handle on the
magni tude of that risk, and | realize that. However,
that is going on every day. Wat is that risk versus the
ri sk of doing a well-designed study carefully in a child?

Now, if it is more risk to do that study in a
child, then, I think we nust carefully exam ne the study,
but until we can reconcile the risk that is out there in
the wild state right now with the risk of doing a study,
| believe that our consideration of the bal ance of
benefit is a bit |oose.

So, | would offer to you to consider that
redefinition of risk, if you will.

Thank you again, Dr. Chesney, for allowing nme to
make these comments.

DR. CHESNEY: Thank you very nmuch.

We have a statement from Susan Weiner, who is
President of the Children's Cause, which has been handed
out to everybody at the table, and I didn't know if Susan
wanted to make a comrent or not.

DR. VWEINER: | don't want to make a comment

about that statenent, thank you, Dr. Chesney. | wanted
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to make a comment that was nore appropriate to the
context of this nmeeting this norning.

| am President of the Children's Cause, which a
pedi atri c cancer advocacy group that is parent based. |
was a parent of a child with cancer for many, many years,
and | was also, in ny forner life, a research
devel opnental psychol ogi st, so the issues here discussed
today are of interest to ne from both perspectives.

The point | want to nake briefly about today's
nmeeting is that I would hope that everyone's
consi derations would renenber that these issues are very,
very context-sensitive, that the issues of
benefit/risk/assent are all dependent on the
devel opnental variables, as well as whether or not the
ki ds are healthy, noderately ill, or chronically ill, and
with respect to kids with cancer, kids who are
chronically ill, 1 think that the notion of commensurate
experience is a very tricky one.

Many of these kids are hospital traumatized, as
you wel |l know, and adding additional burden is a very
serious consideration, and related to that is also the

fact that there is, under those circunmstances, a
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tenptation really to do nore research partly because they
are captive, but partly because they are interesting.

In that sense, | believe there is often an
i ntense investigator or physician, caretaker conflict of
i nterest that obtains.

So, | felt obligated from both perspectives just
to stand up today and to nake comment about those issues
to this very distinguished panel.

Thank you.

DR. CHESNEY: Thank you very nuch for those
heartfelt coments.

Dr. Zanetkin had to |leave. He will be sitting
at the table in our session tomorrow. He is at the
Nati onal Institutes of Mental Health. | will try to
extrapol ate the informati on he gave ne.

He says, nunber one, that the Code of Federal
Regul ations is antique, that it has no nmention of nornmal
controls, it was based on 9-year-olds, and we need to
spend nore tine reviewing howit would pertain to 16- and
17-year-olds, and he feels that the whol e Code of Federal
Regul ati ons needs to be redone for the nodern worl d.

He says in the last comment that mnimal risk
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for a 9-year-old is very different than mniml risk for
a l4-year-old or a 17-year-old, and that these need to be
devel opnental | y appropriate.

He al so strongly enphasi zes what Dr. W/ son
said, which is the real risk is, as we all know, that
mllions of children are being treated with drugs for
whom no studi es have been done. For exanple, he deals
with ADHD, and he said that clonidine was devel oped as an
anti hypertensive, and | think I amcorrect in saying that
it has never been tested for children with ADHD, and yet
there are thousands and thousands of children taking it.

He says it is very sedating and we don't know
the long termrisk. His |ast coment was that there is
anot her popul ati on of healthy children who m ght be
willing to participate in studies, and those are the
siblings of children who are ill.

Those were the coments that he wanted rel ayed
to the commttee.

Comm ttee Di scussion

DR. CHESNEY: OQur next and greatest challenge is

to address the questions that Dr. Mirphy and her

commttee have given to us. What we tried to do over the
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| unch hour was to give approximte tines that we would
all ow for each question based on what they felt to sone
degree was the conplexity of the question.

We have allotted approximately 20 m nutes for
the first question. They would |ike a consensus vote
fromthe committee, but they point out that everybody at
the table can ask questions or nmake comrents, and so | et
us proceed with the first one, which they felt
represented the sinplest possible scenario.

Case Study No. 1

DR. CHESNEY: A manufacturer who wants to taste
test a new elixir fornulation of an antibiotic that has
al ready been approved for use in adults. The intended
study popul ation is asynptomatic, healthy children. The
idea is to provide each child with a single dose, observe
them for an hour for reactions, and then, if they can,
answer a short questionnaire, provide the informtion
about taste tolerance and pal atability.

We have five parts to this question, which neans
approxi mately four m nutes per part.

A. Does the study exceed the threshold of a

"m nor increase over mniml risk"?
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| wondered if it would be hel pful just to define
what are the risks first in this particular scenario.
Woul d anyone |ike to comment on whether there are any
risks to this testing?

Dr. Edwards.

DR. EDWARDS: | think that one risk would be
that the child would have an anaphylactic reaction to it
or an i nmmedi ate adverse event associated with it, perhaps
less likely if it is a totally new conmpound, but if it is
related to other conmpounds, penicillin derivative or
sonet hi ng of that nature.

| think the other theoretical risk is whether
the patient could conceivably have some antibiotic
effect, so that there woul d be suppression or devel opment
of resistance, although that would be less likely to
occur, but i think is a realistic opportunity if the
medi cati on was going to be used for a |onger period of
time, and certainly in this time when we already have
bugs that are already too resistant, that is a problem
as well.

| think other untoward adverse events that we

couldn't appreciate are also a possibility.
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DR. CHESNEY: Wearing ny Infectious Di sease hat,
the issue of a single dose of chl oranmphenicol causing
damage cones to mnd, and also | think depending on the
half-life of the antibiotic, if it was something |ike
trimethoprimsulfa with a very prolonged half-life and
potential for bone marrow suppression, and the drug were
around for three or four days, that m ght be another
potential risk.

Do ot her people want to pose risks? Yes.

DR. FINK: It is not exactly a risk, but | think
this brings up the issue that when we are trying to do
this, if we say that pediatric research is a limted
resource, one could also argue that just doing a
pal atability or taste test on the drug, you are exposing
the children to the risk, but not gathering the maxi mm
ampunt of data, and this study should rightfully be
conbined with a pharmacokinetic study, so that you
maxi m ze the data you collect while keeping the risk
m ni mal .

DR. CHESNEY: Excellent point.

Yes, Dr. Fost.

DR. FOST: | would just expand on that and
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suggest that it ought to be conbined with a clinical
trial, that is, if the study were done in children who
had an infection who m ght benefit fromit, then, you
don't have to be bogged down with the mniml risk issue,
and you get even nore m | eage out of it.

DR. CHESNEY: Dr. Ward.

DR. WARD: Probably not a | arge one, but the
excipients in the elixir have to be considered as well as
the parent drug with respect to adverse events.

DR. CHESNEY: Thank you. Yes.

DR. SPIELBERG. It is very nmuch dependent on the
knowl edge of the conmpound itself and the class of the
conpound. You can't even start assessing risk w thout
knowi ng the biochem stry of the conpound, the toxicology
i's, whether or not anaphylaxis ever has occurred in this
conpound in the adult population, so you have to know a
| ot about the conpound to start off wth.

The second issue is that in order to initiate a
clinical trial, we have to know sonethi ng about the PK of
t he conmpound, and, in fact, if we began a therapeutic
trial with a conpound that exhibits increased cl earance,

as many drugs do in children, we m ght end up
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underdosing, therefore, failing to treat the kids
adequately, comng out with a negative clinical trial,
and, in fact, maybe enhanci ng resi stance.

Often we do have to do a single dose PK trial to
under st and the handling of the conpound, sonetinmes we
don't, but often we do.

The other issue is that in ternms of the benefit
to the kids, and in ternms of devel opnent of resistance,
formul ati on acceptability is probably the sine qua non of
conpl i ance.

We have struggl ed over and over and over again
about drugs that theoretically are great, |like the
sem -synthetic penicillins, which are so bad that the
first dose goes in, the second dose goes on nom s dress,
and that's the end of the bottle.

What you have done then is failure of treating
the child, and then secondly, ending up with the
potential of devel opnent of resistance, because
conpliance is bad, so that there really is a mpjor goa
to getting fornulation right.

However, if this is a fornmulation just of

anot her ne-too drug with the same spectrum as every ot her
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drug, then, that changes your approach again. |[If this is
a novel agent with a ot of potential benefit in
children, but it is really foul tasting, our chem sts
cannot nmake good tasting nolecul es these days, that is a
rule of thunmb, they are also insoluble, that in order to
produce a pediatric fornulation, then, there would nore
of a drive to do it, and if it's a ne-too, then, maybe

ri sk becomes a little bit nmore prom nent.

DR. NELSON: The other question | would ask is
i f bioequival ence has been established and whet her or not
bi oequi val ence coul d be established in the adult
popul ati on, raising the question whether the formnul ation
itself changed absorption characteristics. | am assum ng
that that would be addressed before you even gave it to a
child.

DR. SPI ELBERG  And bi oequi val ence we argue
really should be done in adults. That is again sonething
that can be done in the adult popul ation, does not
necessarily have to be replicated in children unless
there are issues of particular pediatric food

interactions, |like formula or such.

DR. CHESNEY: One nore comment and then we have
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al ready exceeded our four m nutes.

DR. SZEFLER: | think adding features onto the
study may overconplicate what was designed as a sinple
study. | mean a conpany has nmaybe 10 preparations, and
they just want to see which one the children feel taste
the test with the active conmpound being in there because
that is the nost troubl esone.

| think to add a lot of features on may add nore
ri sk than necessary to answer the question that is just a
screeni ng questi on.

DR. CHESNEY: Could we vote on your conment,
which is that this was intended to be a sinple question,
but with Dr. Mirphy understanding all of the caveats that
wer e menti oned.

Does anybody feel that this would exceed the
threshold of a mnor increase over mnimal risk? Please
rai se your hand.

Great. Consensus on the first one.

The second question. Wuld any precautions or
exclusions mnimze risks that we have already di scussed?
Comment. Dr. Nel son.

DR. NELSON: | would like to just raise one
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general question, which didn't affect nmy vote on A, but
that's that | don't think if our intent in using the
| anguage "m nor increase over mnimal risk" is to say
that this would have been appropriately considered by an
| RB under 46.406, | think that is wong, that, indeed,
t he proper threshold here would have been m ni mal ri sk,
and that should have be consi dered under 404.

Now, having said that, | would approve this as
m nimal risk, but I don't want us to assune that that is
the correct standard and that | RBs would evaluate it
under that category.

DR. WLFOND: There is no benefit. | mean why
woul d you think this would be considered as prospect of--

DR. NELSON: 404 is no prospect of direct
benefit, mniml risk research. 406 is no prospect,
m nor increase over mniml risk.

DR. W LFOND: Okay.

DR. NELSON: | think the nore general issue is
the extent to which Subpart Dis or is not part of the
approach within the FDA, as well, which I think is sort

of a sub-thenme in all of this.

DR. CLAYTON: One ot her conment that | would
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make is that it seens to ne that it would be inportant to
do this study in the bigger child first before you do it
inthe little child, because just giving nedicines to
6-nonth-olds is really, you know, not fun for the nother
or for the child. So it would nake sense to test this on
a child who is big enough to give you a firm opinion
before you give it to the baby.

DR. CHESNEY: | think that conmes up under C.

Any precautions or exclusions that woul d
mnimze risk? Yes.

DR. SPIELBERG. There is a fairly good
literature on taste testing in kids and the vol unme of
liquids that you need to obtain adequate data. One way
of avoiding giving full doses of the drug would, in fact,
be to give a very | ow dose of the fornulation sufficient
to get the answer you want, but not necessarily give a
| arge dose of the drug. So, that is one way of
m nim zing the amount of drug actually adm nistered to
t he child.

DR. CHESNEY: Dr. Danford.

DR. DANFORD: It is alnmost self-evident, |

guess, but you woul d probably want to take a brief intake

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



aj h

hi story to determ ne whether or not there had been a
prior adverse reaction to a conpound of a simlar nature.

DR. CHESNEY: Reaction to a dye.

Dr. Kauffman.

DR. KAUFFMAN: It struck me that one-hour
observation nmight be a bit short to pick up all adverse
events that m ght occur after this exposure, so you nay
want to build in a phone followup or something to see if
there is a del ayed adverse event.

DR. CHESNEY: One nobre comment.

DR. WLFOND: If we think of mnim zing risk as
al so essentially altering the benefit-risk ratio, | think
it comes back to the point that was made before, about
trying to do a study like this sonmehow in conjunction
with great opportunity for benefit, such as conbining
with a therapeutic or a PK study, as well.

DR. CHESNEY: Absolutely.

DR. EDWARDS: | second that because | think one
of the things we are also trying to do is to tell people
that they shouldn't use nmedications no matter what they
are in a way that is not beneficial to them or

t herapeutically helpful. So, |I guess | do sort of have a
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di scontent with the study and really kind of appl aud
using it in a patient who may need the nedication as
opposed to just being a taste test.

DR. CHESNEY: Thank you. | think we have
defined that.

No. C. Could this study be done in children who
cannot give assent, on other words, the infant and
toddl er, up to 7 years of age?

Comments? Yes, Dr. Nel son.

DR. NELSON: | would agree with Ellen's earlier
comment that you certainly would want to start with
children who could assent, but if you think that assent
needs to be placed in the context of parental perm ssion,
and you have a parent who is going to do nuch of the
ri sk-benefit assessnent, if you are taste testing an oral
antibiotic, | would assune that assent is a given if the
child puts it in their mouth, so that you are certainly
not going to force themto drink it.

So, you know, depending on what we think assent
is and how we define it may affect how we woul d answer
this question. |If what we are saying is we woul dn't

force the child to drink it, I think the answer is
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obvi ously yes.

DR. CHESNEY: Dr. Luban.

DR. LUBAN: | think you mght also, if you were
going to do it in younger children, make sure that you
had an adequate tool to assess the taste nmethodol ogy and
such val i dated kinds of devices do exist, so you woul d
have to build that into the protocol

DR. CHESNEY: Thank you.

DR. WARD: | would argue also that it is exactly
t hat younger population that is nost problematic to treat
because you can't reason with them frequently. So, using
that tool, including it in the trial my be very
inportant if that is an antibiotic that will be used in
that particul ar age range.

DR. SANTANA: | was going to comment that
actually that is the purpose of doing this because
ultimately, the ones that will potentially benefit from
this new preparation are going to be the infants and
t oddl ers, and not the teenagers who can take a pill or
can take the adult type vehicle.

So, although | agree that we have to start with

an ol der popul ation, eventually, we do have to work down
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to the younger popul ation because that is in essence
where the tests will be carried out, whether it works or
not .

DR. HUDAK: And the other observation is
basically that having brought up children, and so forth,
just the fact that they |ike sonmething when they are age
10 doesn't nean they are going to like it when they are
age 3.

DR. RODVOLD: The other coment | would make is
that you nmay have to test a couple of ways to deliver
this. M wfe actually does research in this area.

Whet her they use oral syringes or other devices that have
recently been introduced, and put themin as part of it,
so that you can tell that, and then she actually has a
scaling that is judged by independent people, and you
have to get into some other things |like who is holding
the child, who is giving the drug. There is |lots and

| ots of variables that you have to include from getting
the drug in, as well as what happens after the drug is
put in their nouth.

DR. CHESNEY: Thank you. Very hel pful.

Woul d everybody agree that this study could be
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done in children who cannot give assent?

Okay. Mowve on to D Wuld it make a difference
if the children had a di sease potentially responsive to
this antibiotic? Conments?

DR. FOST: As | said before, | think that should
be the presunption. | don't why everything that Dr.
Spi el berg said couldn't also--1 mean whether you want to
conbine it with the PK study or no, but | don't see why
all the subjects in this trial can't, in the devel opnent
of this drug, be children with otitis or whatever it is
that the target is, so at |east you have sonme prospect of
benefit.

DR. SPIELBERG  Again, it is timng in the
devel opnent process. We are assum ng here, because we
are going to do everything subsequently with this sane
formulation, this is going to be the basis of
registration of the drug and | abeling, that we want to do
all the studies with the right formulation, but we al so
want to do it at the right dose, so when we are doing the
taste test, we don't know what the dose is.

The risk, particularly in small babes with rapid

cl earance, we are going to underdose and therefore, we
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really don't want to start a clinical

what that dose is.

trial until we know

DR. FOST: | didn't mean to inply that you had

to be part of the clinical trial, but
your taste test in children with otit

you are seeking, the target audi ence

DR. CHESNEY: Susan.

why can't you do
is or whatever it is

that this drug is.

MS. KORNETSKY: | would like to also just say

froman |IRB perspective, | can't see

an | RB | ooki ng at

this without asking the question, the initial question,

why do you have to do this in nornma

| mean | have to agree that

children initially.

| think there are

ot her popul ations of children that could potentially

benefit, and we may decide that it's

m ni mal risk, but |

t hi nk that question has to be answered. | couldn't see

| RB approving this.
DR. FOST: The advantage is
gi ves you the advantage of the class

are doing it on a class of children,

that it at |east
issue, that is, you

t hen, who

presunptively m ght have consented because they are

children with infections, preferably

recurring

infections, so that if they could understand what was
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goi ng on, they m ght reasonably want to participate in a
study like this, because they could be beneficiaries of
it. A normal child mght also, but the probability is
just nmuch | ower.

DR. HUDAK: | think in terns of considering the
child with the otitis, there are several other issues
that are involved. One certainly is that the physician
is not going to withhold current standard effective
t herapy, so this would be sonmething that would be added
on top.

DR. FOST: Understood.

DR. HUDAK: There are issues, then, that have to
do with drug-drug interaction and nmulti-drug resistance,
and things of that ilk.

DR. FOST: | understand all that. It mght be a
child with recurrent otitis who is between infections or
recurrent UTI who is uninvolved at the tinme. It just
gets at this issue of whether the child is part of the
cl ass of persons for whom volunteering for a study |ike
this holds at | east sonme prospect of benefit.

DR. FINK: | would maintain, though, there are

very few children who don't get at |east five or six
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courses of antibiotics during their childhood, and so you
can get rid of sonme of the academ c posturing and just
say nost all children will be eligible for this because
they are likely to receive antibiotics at some tinme
during childhood. | think we are alnost naking it too
conpl i cat ed.

DR. SZEFLER: Could I just follow up on that
guestion? You said your |IRB wouldn't approve it, and
t hen you voted no on A, Why would you vote no on A and
say it was nore than mnimal risk?

MS. KORNETSKY: | wouldn't say that it is nore
than mnimal risk, but I think you need to | ook at the
reason that a study is being perforned and if it's an
appropri ate popul ati on.

| mean categorization of risk is not the only
reason why an I RB would or wouldn't approve sonething.
Just because sonething is mnimal risk may not be the
reason that they would approve it.

DR. SZEFLER: But it's a sinple taste test with
an active drug.

MS. KORNETSKY: It's giving a child a drug who

does not need it, and it is not in a class--
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DR. SZEFLER: So, would vote yes on A?

MS. KORNETSKY: No, | would make a deci sion
out si de of ri sk.

DR. NELSON: To junmp in the IRB issue, this is
conplex. | mean you are strictly correct. |f something
is judged mnimal risk, there is no tying of that to
ei ther benefit or for that child being in a class which
t hat condition would provide generalizable know edge.
There is no discussion of condition or benefit under
m nimal risk research under 404.

But if you want to maxi m ze the chance of your
| RBs, that you are going to go out and send it to, to
approve it, you either find an opportunity to argue that
there is a prospect of direct benefit, although I am|less
convinced that you could succeed on a taste test in doing
that or you have to say that it's a mnor increase over
mnimal risk, in which case it does not need to be a
direct benefit, but the two are rel ated.

There are | RBs who woul d approve it under
mnimal risk without concern of condition, which m ght be
m ne, and there are I RBs which would not, which is

clearly Susan's.
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DR. SZEFLER: | think what the FDA wants is
directive on this, because what they are going to wal k
out of this neeting is to say for this kind of a study,
it's not mnimal risk, if that is what your IRB is
sayi ng.

MS. KORNETSKY: No, | amnot saying that. This
is mnimal risk, and what | am saying is our |IRB would
probably not approve this for other reasons, not with
mnimal risk. | have no questions, this is mniml risk.
Just because it is mniml risk doesn't nean that we

necessarily have to approve it.

DR. WLFOND: | want to make two coments.
First of all, on the risk issue, we have already
di scussed that. | think that the reason why, in ny mnd,

this was a m nor increase over mniml risk was because
it would be unlikely the possible concern about
anaphyl actic reaction, which | think still nmeans it could
be approvable, but I would at |east not just call it
m ni mal risk.

| really want to get back to this question about
patients having the disease. It is just not clear to ne

whet her or not having had otitis once or twice or three
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times really will have any direct inpact on the
ri sk-benefit ratio for this particular child.

It seens to ne that either child could be a
sui tabl e candi date for a study like this.

DR. CHESNEY: | interpret it in the sane way
that you did, that giving one dose as a taste test, it
woul dn't matter to nme whether the child had otitis nmedia
or not.

| think the other issue is whether you could do
a nore detailed study using those children, so |
interpreted it the way you did. W are getting short of
tinme.

Could we come to consensus on D? Wuld it make
a difference if the children had a disease potentially
responsive to this therapy? Does anybody say yes?

DR. FOST: Yes. It makes it easier to justify

DR. CLAYTON: | want to make one other coment
about this. It depends on the antibiotic. | would feel
differently about doing a taste test with ciprofloxacin
than | do about yet another, you know, beta |actam so,

you know, it would just make a difference about what the
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potential risk profile in the child would be, or, you
know, an |V drug that was related to vanconycin as
opposed to an IV drug related to penicillin. | would
feel very differently about those drugs.

DR. MURPHY: Joan, let nme hopefully sinplify a
little bit of this. One of the reasons that we
enphasi zed that these are approved products in adult is
that we know sone of these things that people brought up
about them nmaybe the class of drugs.

So, to have gotten to this point, I will ask you
to assunme that we would not have done a taste test even
soneone for cipro, | mean where we know we have certain
ri sks that m ght be applicable to the child.

So, for these scenarios, when you begin the
gquestion, now, when you get down to the disease part, but
in the beginning, we are asking you to think of these in
whi ch we have ot her data, because that is really the
Situation that we are in right now

Many of the products are approved in adults and
we have a fair anmount of information that would allow us
to identify the risk.

DR. CHESNEY: Thank you, Di anne.
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For just the voting nenbers, is there anybody
that feels that it would make a difference if this child
had a bacterial infection and received one dose of
anti biotic?

[ No response. ]

DR. BOTKIN: | think I would like to clarify
what | think Normis saying in part about this issue. It
seens to me we have got at |least three levels - one in
whi ch the dose of the nmedication itself during a taste
test may be therapeutic for that individual child. |
don't think we are talking about that with a single taste
test, but there are those kids who may benefit at sone
point in the future. That doesn't make this a
therapeutic trial, but it seems to ne it is still a
strong enough justification for including those kids who
may thensel ves eventually benefit fromthe drug versus
ki ds who may have no apparent need for that drug in the
future.

DR. CHESNEY: Thank you for the clarification.

Finally, in E, would it make a difference if
this were an investigational drug and we did not have any

i nformation about toxicities or dosing, we have no
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information fromthe adult population to extrapolate to
children? Wuld that make a difference as to whether you
woul d all ow an asynptomatic healthy child to be invol ved
in a taste test? Comments.

DR. FINK: When you say "no information," does
that mean that it's not FDA approved, because if you

| ooked at the rule, it would say that this trial would
rightfully take place at the early part of Phase 11
trials in adults in the future, so it wouldn't be FDA
approved indications in adults, but there would still be
a |l ot of data avail able.

DR. MURPHY: That is a good point. In other
words, that would be the situation. It may not be
approved for this indication in adults, but it my be
that--or a new nolecular entity that is being studied,
whi ch you know wi || be used in kids, and we may have sone
data, but certainly not the anmpunt of information we
woul d have if this were an approved product that had been
out there in the market.

So, you are right, there is going to be a
spectrum of how much data we have. What we are trying to

do is make the cut. W don't have all that postnmarketing
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information. |[Is that where the shift conmes or is it
further up in the drug devel opnent process?

DR. CHESNEY: Dr. Nelson.

DR. NELSON: | think key is how nmuch information
is available, and if there is sufficient safety and
per haps sone efficacy--1 mean if you have already deci ded
that you are giving a |ow dose that is potentially
sub-therapeutic, and sinply interested in taste, the
efficacy data is not as inportant, but certainly the
safety data would be crucial to decide even if that | ow
dose were safe enough to do a taste test.

So, at best, you would be | ooking perhaps at
sonmewhere after you have done--you know, if you are
talking in children without a condition, where you are
not designing for potential benefit after you have done
at least all of your Phase Il and perhaps a fair anount
of your Phase Il testing.

DR. CHESNEY: O her comments? Dr. Gornman.

DR. GORMAN: | amgoing to start the "it
depends" litany for the rest of the afternoon. | think
it would depend on what the indication for this new agent

was, whether there were alternatives and the safety data
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t hat has already been--if this was a prom sing new
antibiotic for a resistant organismthat was prevalent is
pedi atrics, you would be nuch nore willing to approve it
on the basis of potential benefit.

If it was a ne-too antibiotic in a class that we
already had nmultiple effective alternatives, the answer
woul d probably be no until nore data was avail able. So,
it depends.

DR. CHESNEY: Could we then say, the voting
menbers, does anybody feel strongly that you woul d not
use this investigational drug in a healthy, asynptomatic
child, or should we say it depends? How nmany woul d feel
very confortable using this drug in a taste test in
children? Please raise you hands.

No one is confortable with that.

Let's move on to No. 2.

Case Study No. 2
DR. CHESNEY: A sponsor has devel oped a new
formul ati on of an anticonvul sant which is approved for
use in adults. The intended study popul ation again is
asynptomatic, healthy children. The study design is to

gi ve one dose, observe, and obtain one or two bl ood
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sanpl es for a pharmacokinetic study.

The first question for which we have five
mnutes, is: Does this study exceed the threshold of a
“m nor increase over mniml risk"?

Let me start by asking what risks people woul d
be concerned about for this anticonvul sant in healthy
chi |l dren.

DR. KAUFFMAN: Again, this comes back to Steve
Spi el berg's coments. It depends a |lot on what this
conpound | ooked li ke and what its safety profile was in
preclinical, as well as early adult clinical studies, but
if it'"s like a lot of the anticonvul sants, you could be
concerned about everything from bone marrow suppression
to other idiosyncratic reactions, to |long-term ophthalmc
damage, and a whole slue of things, in addition to the
direct CNS effects.

So, | think there would be a nunber of
t heoretical concerns that m ght not be true for a
speci fic conpound.

DR. SANTANA: The other thing I would be
interested in knowng is what this new fornulation is all

about, is this another 1V fornulation that has al ready
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been tested, is this a new PO fornmulation. | think that
kind of information would help nme determ ne what the
ultimate risks for the patient woul d be.

DR. CHESNEY: That is a good point. It doesn't
state whether it's oral or intravenous. Susan, | would
be interested in your thoughts.

DR. MURPHY: Let's just say it's oral, so we can
facilitate the discussion.

DR. CHESNEY: Dr. Fost.

DR. FOST: To me, the question of increase over
m nimal has to do with the veni punctures, not the drug,
and that would vary with the child. That is, for a child
of a certain age, who is hysterical about a single shot
or a single venipuncture, two veni punctures that they
don't need is way nore than exceeding that standard.

For a child that is quite conplacent and
accepting, and for whomit is mnimally unconfortable, it
woul d be okay. So, it needs to be child-specific.

DR. CHESNEY: Susan.

MS. KORNETSKY: | think you can probably guess
that if | had problenms with the first one, nmy problens

are very nmuch concerned about this one.
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Is this a mnor increase over mniml risk? |
mean | think there would need to be a ot nore
i nformation about the particular drug. | think this
nunmber of veni punctures for a child absolutely, probably
is a mnor increase over mnimal.

| mean to ne, as stated, this clearly falls in
the category of research that even if it is a mnor
i ncrease over mnimal, | can't see how the rest of the
conditions could be justified, and this to me would seem
i ke sonmething that just could not be approved or had to

be sent to an expert panel or whatever.

DR. CHESNEY: Thank you.

Dr. Gorman.

DR. GORMAN: This is a therapeutic area where |
woul d be swayed by an alternative argunent that | have no
good alternatives to treat children with, and would be
willing to consider potentially nore risk for children
knowi ng that ny therapeutic options for treating
convul sions in children are poor.

DR. CHESNEY: Dr. Ward.

DR. WARD: | think you have to justify why you

had not studied this in children who already have
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sei zures.

DR. FOST: | want to take one nore crack at it,
Joan, because as often as it has been said, | amnot sure
everybody has gotten this point yet.

The issue is the role of a parent in this
situation--forget the IRB for a mnute--is to nake their
best guess--in nmy view-is to make their best guess of
what the child would decide if he or she had a nmonment of
lucidity, I nean even a two-year-old, could understand
everything in the way that a conpetent adult woul d.

A conpetent adult with a seizure disorder,
knowi ng that you run out of ways sonetines in treat
sei zure disorders, mght say I will go through a |ot of
i nconveni ence and pain and disconfort and risk for a
non-t herapeutic study, for a PK study of a new drug on
that far-out possibility that you may hit a honme run and
two years down the road, | may benefit fromthis.

Even maybe as a class of people with epilepsy, |
amw lling to do this because |I have a real deep interest
inthis. | think a parent could nake an argunent |ike
that for a child with a seizure disorder

It is not because they are going to benefit from
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t he single dose or even froma PK study, obviously, they
are not, but it's that they can make a presunption that
the child mght be willing to undergo sone inconveni ence,
even nore than mnimal risk.

So, that is why I would, for both of these
studi es, say they are just as easy--maybe it's a little
bit harder to find the people--but they can be done from
a clinical standpoint just as well in children with the
di sorder, and that is the nmoral justification for using
t hat group of individuals.

DR. CHESNEY: Thank you. | feel |ike we are
already comng to a consensus, so let nme take Dr. Edwards
and Dr. Spielberg, and then we will vote.

DR. EDWARDS: | think that there is a clear
difference in this question than the preceding one,
because if these are normal health children that do not
have epil epsy, then, there really is not potential for
benefit fromthe study, and | think that is an inportant
distinction. | would feel very unconfortable subjecting
a normal healthy infant or toddler or child to this
particular drug with no benefit in store for them

DR. CHESNEY: Thank you. Dr. Spielberg.
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DR. SPI ELBERG. | concur. | think, you know, as
opposed to the antibiotic situation where the vast
maj ority of children will be exposed to antibiotics, at
nost, 1 percent of the population has seizures, it is
going to be relatively rare, and the di seases, and the
drug is probably indeed better studied in children with
the disease entity to understand the effect of the
di sease state on handling of the drug.

Wth respect to the venipuncture issue, though,
and this going to cone down to here, we shouldn't confuse
t he nunmber of sanmples with the nunber of venipunctures,
and | think this really is key. |If we are doing our job
right, it should be one stick for all these sanples.

DR. CHESNEY: Thank you.

DR. WLFOND: Joan, could I just add one point
of disagreenment quickly?

DR. CHESNEY: Yes.

DR. WLFOND: | think the reason why | m ght
di sagree--1 have two reasons. One is in terns of Norms
poi nt regardi ng what children would think in a nonment of
lucidity, certainly, there are adults who don't have

di seases who do decide to participate in non-beneficial
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research, so it is not clear that a child as an adult
woul d not be willing to do that.

The second thing is that again we run into the
problem of all the research falling on children who have
the disease, and it seens to nme that doing research on
children who don't have the di sease m ght spare the
children who have the disease the additional burden of
non-t herapeutic research.

DR. CHESNEY: | think we may be even able to
address that in B, but et me just see if there is a
consensus on A

| s everybody in agreement that this situation
does represent nore than a m nor increase over m ni nal
ri sk?

Al right. Consensus about that.

Are there any precautions or exclusions that you
feel would mnimze the risk for an asynptomatic heal t hy
chil d?

DR. FOST: This was discussed extensively by the
Nati onal Conmm ssion, and it has to do with the presence
of an active advocate, nanely, usually, the parent. The

risk here for ne, as | said, is the child being phobic or

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



aj h

terrified at the veni puncture, and the presence of a
parent who understands that any point they can say no, we
are not doing this, | said yes, but now | am going to say
no, because the child is sending sone nessage that they
really want to withdraw at this point, that reduces the

| evel of risk.

DR. CHESNEY: Any other comments? Dr. Nel son.

DR. NELSON: | find it difficult to think about
ways of mnimzing risk unless | think about the
partici pant population that we are particularly involving
in the research

So, for exanple, if we have already decided that
we are not going to do this research in healthy children
then, ny next question is how do we mnimze risk in
children who we would do this research in, which would be
chil dren who have sei zures.

So, raising questions, | assune that it would
potentially be an add-on therapy. | nmean it raises a
whol e host of other questions about the proper design of
that study to minimze risk, which are very different,
havi ng al ready answered the first question that it would

be under Case 1.
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DR. CHESNEY: M interpretation of this is, is
t here anything that could be done in the asynptomatic
heal thy child that woul d nake you nore confortable with
doi ng this study?

DR. NELSON: Obviously, | just answered that
guesti on by saying no.

DR. CHESNEY: Thank you.

s there a consensus about that? Okay.

C. Could this study be done in normal, healthy,
asynmptomatic children who cannot give assent? | think
the answer is no since we have al ready said no.

Wuld it make a difference if the children had
the disease for which the drug is indicated in adults?

DR. FOST: | think that same question, though,
shoul d be asked about children with the disease. | think
it is an inportant issue here that was nmentioned briefly
this nmorning, perhaps by Skip of others, nanely, let's
assume we are only going to do it in children with a
sei zure disorder for other reasons we said.

This issue of whether a two-year-old or a
one-year-old or a six-nonth-old, who screans and yells,

that is, who obviously vigorously dissents from havi ng

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



aj h

this done, whether that should count for anything.

There seens to have been an assunption that once
you are under this age of assent, that any kind of
di ssent should be just sort of discounted, that is, you
can just overwhelmthe child and say the hell with it,
obvi ously, they don't want to participate in it, they
don't want to participate even in regular immnizations
or appendectoni es or anything, so we are going to ignore
t hem

But where there is no benefit, | have to say I
am troubl ed about the idea of just ignoring any kind of
protest fromthe pre-verbal child. | realize there are
subtleties there, but I think we should accept the
possibility that there are sone kids who at sonme point
shoul d not be forcibly restrained to engage in a PK study
even though they have the condition.

DR. CHESNEY: Thank you.

Ot her coments? Yes.

DR. FINK: | think we are to sone degree |eading
oursel ves down that well-known pathway that is paved with
good intentions, because if we follow this logic, then,

we are not going to study anticonvul sants in children who
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are bel ow the age of assent, and nost seizure disorders
in pediatrics start in infancy when we npost need the
dat a.

So, we are going to have to give up on one area
or the other. Either we don't do any of this research in
the children who need it nost, or are we allowed to say
that children who can't give assent can be involved in
research even if they don't like it, because the outcone
is inmportant?

DR. HUDAK: | would just like to echo that, that
the only two-year-old child that you are not going to
find giving you a fight with an IV is going to be one
under general anesthesi a.

DR. CHESNEY: Dr. Danford had a comrent.

DR. DANFORD: | just wanted to perhaps extend
the point that Dr. Fost made. In the specific setting
where we are tal king about anticonvul sants, we ought to
be cautious not to make the equival ency of an age of
assent and the ability to give it.

There are many intellectually inpaired victins
of a seizure disorder who m ght be beyond the standard

age, but who m ght not be able to give assent in the
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usual sense.

DR. CHESNEY: Thank you. Yes.

DR. BOTKIN: | would say there are sone other
i ssues, too, that have to go into assessnent of harmw th
veni punctures. One, of course, is just the pain of the
procedure itself, but with a five-year-old, you have got
a |l ot of anticipatory dread, and you have got a |lot of
post - puncture anxiety that will persist with the child
for a substantial period of tinme. | think Ellen
descri bed that with the nasal washings with her kids.

| would say that a poke for a five-year-old for
t hose ki nds of reasons ought to be considered
substantially nore burdensome than a poke in a
si x-mont h-ol d who screans when they hurt, but follow ng
that presumably the injury is gone.

DR. CHESNEY: Yes, Dr. Clayton.

DR. CLAYTON: | don't want to be understood as
having said that | think that we need to defer to
children's dissent all the tine. | think that the
question that is really before us is whether there are
i nstances when the information that we are going to get

is so valuable that we ought to proceed over a certain
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amount of dissent and to avoid going down the road that
sonmeone across the way identified, and al so paying
attention to the fact that there are ways to nake the
experience | ess noxi ous or nore noxious for the child,
and so decrease their distress even if you can't limt it
to zero.

| think if you really can't do research on a
child who says no, then, no two-year-old is ever going to
be studied for anything. | think that one of the things
that | was trying to identify is that at sone point we
really have to face up to it and say dissent
notw t hstandi ng, are there tines when we ought to go
ahead anyway.

DR. CHESNEY: Thank you, ElIen.

If I could just try to summarize Issue D, is it
fair to say that the voting nenbers of the commttee
agree that it would make a difference if the child had a
seizure disorder? W are in agreenent about that.

Moving on to E, would it make a difference if,
|i ke scenario 1, this were an investigational drug, and
we had prelimnary information fromadults, and that was

all?
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DR. MJURPHY: Joan, when you ask that question,
havi ng answered the first A to the negative, we now w ||
assunme the kid has the di sease when you answer - -

DR. CHESNEY: Does have a seizure disorder,
okay.

Yes.

DR. WALTERS: May | cone back to D for a nonent,
because the question raised in B can also be applied to
D. Even after you have narrowed down to children at risk
for seizure disorders or with seizure disorders, there
may be steps that can be taken to minimze the risks to
t hose chil dren.

For exanple, any group of adults for whomthe
anti convul sant woul d be contraindi cated should al so--|
mean the sanme criteria should be applied to the children.
I am t hi nki ng especially of adol escent young wonen who
m ght be at risk for pregnancy and therefore m ght be at
risk for a problemw th the fetus that they are carrying.

DR. CHESNEY: Thank you.

If this were an investigational drug and the
children to be studied had seizure disorder, would our

answer be different?
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Yes, Dr. Nel son.

DR. NELSON: | amgoing to say they woul d not
much different, but unfortunately, | think the devil is
in alot of the details, as well. Just to briefly
conmment on assent, | nmean if there is a therapeutic

benefit that is potentially available to a child with
seizures in the design of this study and eventual drug,
t hen, assent could be appropriately waived, so that we
woul dn't necessarily require it, and you would stil
mnimze risks by trying to draw bl ood sanples at tines
where there may be therapeutic sanpling going on.

| think the threshold, if the anmpunt of
information available is | ess abundant, would be in the
design. | think you would feel differently if this was
sinply a ne-too drug versus a drug that is trying to
treat seizures which have been refractory to treatnent.
So, whether it's an add-on study and the intent of the
drug, the study design would make a big difference as
much as whether the drug is investigational and how you
woul d feel about that drug.

DR. CHESNEY: Thank you. Wuld that be a

general consensus that this is an "it depends" answer?
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DR. FOST: | want to give a concrete exanple of
how it depends. If you had an infant with hips
arrhythma, with nyoclonic seizures, for which there is
no effective treatnment, he or she, if he understood what
was going on, mght agree to a | ot of inconvenience for a
non-t herapeutic study, for a PK study for a new drug that
of fered some prospect of that, so | would tolerate a | ot
of non-therapeutic studies in that situation as conpared
with the kid with his first onset seizure for whom
maybe--it will always depend.

The main reason for saying this is not to sound
i ke two-handed ethicists, but it is to head off the idea
of algorithns that are created by the FDA or at a central
| evel that make it very difficult for [ocal |IRBs and
i nvestigators to nake judgnments on a case, because no
algorithmw |l anticipate all these many vari abl es.

| think all we are all saying is that all these
vari ables are inportant and they should be weighed in,
but how they all add up in any one case depends on the
di sease of that kid, what else is avail able, and a bunch
of other things.

DR. CHESNEY: Thank you. The devil is in the
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details and it depends.

DR. MURPHY: Joan, maybe it would help for nme to
clarify one thing, is that it is not the intent of FDA at
the end of this meeting to usurp the role of IRBs. W
have no intentions of trying to become the ethical
noder ators of these.

We are sinply in the situation of having these
cone before us and seeking advice, so | do want that
clear, and I will try to summari ze what we plan to do
with the data at the end.

DR. CHESNEY: Thank you.

Dr. Gorman, | need better peripheral vision
here.

DR. GORMAN: Maybe | should just wave further to
t he side here.

| think the difference whether this was an
i nvestigati onal approved drug would make for ne is how I
would be willing to see it studied in children. If it
was an approved drug in adults again, | mght be willing
to choose this as a primary therapy in children in a
controlled study. |If it was an investigational drug, |

woul d only see it as an add-on, | nean a very concrete
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difference in terms of risks and benefits to kids.

DR. CHESNEY: Thank you.

Can we nove on to F? Any comments if the
phar macoki neti c design required obtaining 500 bl ood
sanpl es, would you allow the study to proceed or place
any restrictions on the study? Comments.

DR. CLAYTON: Joan, | wanted to go back to A,
sonet hing that Norm has said, because | think it is an
area that, well, | know | disagree, and |I want to bring
it forward, which is that he has been positing the notion
that the role of the IRBis that they should make the
decision that the child could nmake if the child were
suddenly to reach a nmonment of lucidity fromtheir
two-year-old state and make an adult sort of deci sion.

| nmust say that that is sort of the substituted
j udgnment nmodel that was in the Seckewitz case, and
al though I think that there is some useful ness that can
be gained fromthat sort of analysis, | would really
hesitate to rely on that, because I think it gives us a
little bit nmore confort than we actually ought to have.

| mean | think what we really need to be doing

here is saying that we recogni ze that everybody here is
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in a conprom sed position, that the parents are, the kid
is, the investigator is, and that we at sone |evel need
to just face up to the conprom sed decision and just be
cl ear about the tradeoffs that we are making.

So, | would be really hesitant to adopt Norm s
nodel . So, | just want to give a dissenting voice since
he has made that comrent a couple of tines here.

DR. CHESNEY: Thank you, ElIlen.

DR. WLFOND: Can | add to that dissent, but
al so maybe a way of clarification because | think that
Norm's intention is good, but | agree with Ellen that
that may not be the best approach.

| think the point that Normis really trying to
get at with that notion of the substituted judgnent, |
think can really be translated to a best interests
statenment. In other words, we think this is really
i mportant research. | think that is what he is really
getting at when he thinks that the child my nmake that
deci si on.

| guess since | have the floor, I want to again
re-register ny own di ssent towards the notion of there

being a distinction between the healthy children versus
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the children with the disease.

It is not clear to ne if this is non-benefici al
research, that there is any clear advantage to doing this
only on children who have the disease if it is not going
to benefit them | guess | would be curious to hear
sonebody try to convince ne that I am w ong.

DR. CHESNEY: |If | can have the floor. To ne,
the benefit would be what Norm articul ated, which is that
you frequently do run out of nedications because of side
effects and the sei zures becone nore resistant.

So, for the child with seizures, | can see
easily where they could see a beneficial effect for
t hensel ves down the road, whereas, for a healthy child
wi t hout a seizure disorder, there is no conceivable
benefit for themis the way I would | ook at it.

DR. KODI SH: | think the other thing that people
have argued, Ben, and | think this is interesting
specul ation, is that there is this concept of a community
of di sease.

The kids with | eukema find altruismtoward
other kids with | eukem a, nore special in sone way. Kids

with asthma feel |ike they owe nore to other kids with
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asthma, and that is sort of the other side of the
argunment that you could nake.

| share your reservations, though.

DR. FINK: Aren't we being a little presunptive,
t hough, when we say that you are going to take young
children who have a known di sorder and disall ow ot her
children who are young, but may be at risk for devel oping
the disorder. So, would you disallow a child to
participate in this at age two, whose nother has a
sei zure disorder that requires chronic nedication?

DR. CHESNEY: Well, let me argue that you coul d
say that we ought to--well, this is enotional--but we
ought to allow normal healthy children to receive
antil eukem c drugs because they m ght develop | eukem a in
the future. That would be sort of the extrene.

DR. FINK: It is a matter of probabilities.

DR. CHESNEY: It depends.

DR. GORMAN: | would argue that the siblings of
people with seizure disorders m ght be a healthy
popul ation that would have altruistic notives to
participate in these studies and m ght be considered as

candi dat es, heal thy candi dat es.
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DR. CHESNEY: Thank you. That is a good point.

Dr. Spielberg, could you conment on this nunber
of sanpl es and your concept of putting in one access
devi ce, and how nmuch bl ood, and so on?

DR. SPIELBERG. | think there are three things
i nvol ved here. One is to really be able to justify the
nunmber of points on a curve that are needed to define the
particul ar therapeutic endpoint, be it area under the
curve, Cmax, Cmn. Very often adult pharmacokinetic
studi es involve 17 points on a curve. It is very elegant
and it is often conpletely unnecessary either in adults
or, for that matter, in children

I f we understand the PK in adults pretty well,
one way of avoiding this is statistical approaches to
sel ecting those time points that give you the nost
information, the nost data, and even doing a popul ation
area under the curve, for exanple, three points at
different tinmes in different children, assenbling that
into a popul ation curve, which avoids the necessity for
mul ti pl e sanpling.

The second point is there are guidelines from

NI H on nmaxi num vol unes of bl ood that can be obtai ned for
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non-t herapeutic purposes. So, that is the second thing
that an IRB is going to have to nake sure of, and that a
conpany, in planning the studies, is going to have to be
sure of, but that also has to take into account not only
bl ood samples that are taken for PK, but bl ood sanpl es
that are taken, for exanple, for a safety eval uation,
liver function tests, and all these other things, and
that has to be done a pediatric reference | aboratory that
will mnimze the volunme of bl ood.

The third thing is these days we should really
be able to do the vast majority of blood sanpling through
an intravenous catheter, placed skillfully by sonmebody
who does this all the time and knows how to do it.

But catheters also clog, and one of the
responsibilities we have, both an investigators and |RBs,
is to determ ne whether or not a second venipuncture
woul d be offered to the child, and if the child says no,
that is the end of it, and how many tinmes that m ght be
of fered.

So, we have to think about those things
up-front, and in study design, recognize that we are not

al ways going to get perfect data out of each child, and
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again, we are going to have to assenble information
across many children to do what we would normally do in a
smal | er nunber of adults.

But the IRBs do have to determ ne whether or not
it will be acceptable to do a second stick or a third
stick, and what will happen if the child says no.

DR. SANTANA: Anot her possibility is that you
could do an extensive PK study in a |limted nunber of
patients, | ook at that data, and then deci de how nmany
nore sanples are really appropriate for the popul ation at
| ar ge.

So, if you don't have enough data from adults
t hat can guide you, you can do these six sanples or seven
sanpl es in X nunber of patients, and then nove on forward
by know ng what the data |ooks I|ike.

DR. SPI ELBERG  Absolutely. | think all of
t hese things have to be viewed in an iterative sense,
and, in fact, if you are getting data that suggests to
you that really clearance is pretty conparable in adults
and in kids, you can drop back to a therapeutic node and
just do pop-PK sanpling during the course of a

t herapeutic trial and cut the nunber of patients, which
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again is the obligation in all of these situations to be
| ooking at the data in an iterative way to mnim ze the
amount, the nunber of patients studied, and m nim ze the
bur den.

DR. CHESNEY: Keith, you had a comment, and then
maybe we can conme to a consensus on this.

DR. RODVOLD: | agree with Dr. Santana because
you can't do popul ation analysis until you know what the
nodel is. So, you can't junp there. So, you are going
to have to do sonme kids to get or soneone to get nore
ext ensi ve sanpling, whether or not this is too extensive
or not is up for debate.

The ot her conplication, though, here is that in
anticonvul sants, if this is an add-on, they usually have
ot her anticonvul sants on-board, and al so you have all
ki nds of dosage formul ati ons where you could get into
dunpi ng syndrones and m ss troughs when troughs were
|l ogically there, and so you are going to have to do sone
extensive sanpling soneplace along the line, and then
ri ddl e out drug-drug interactions in here, which is
extensive in this area.

So, you conme back to sone of the questions
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before the F, what popul ation, other diseases, other
drugs, lots of other things that make this question a
little bit nmore difficult to answer.

MS. KORNETSKY: | will be quick. The other
thing that | just wanted to point out in |ooking at this
time period, this appears to me that a child woul d have
to be admtted for a 24-hour period, and | haven't heard
any di scussion, but | think that also needs to be taken
into consideration, not just the physical risk, but the
ri sk of someone who may not require hospital adm ssion

for purposes of the research.

DR. CHESNEY: Thank you.

DR. WARD: Dependi ng on what we know about
nmet abol i ¢ pathways in adults, we may have to study kids
at different stages of devel opnent, and so this may not
be appropriate to try to determne this population PK in
only one set of individuals.

DR. CHESNEY: It sounds to ne like this would
al so be an "it depends"” answer. |Is that fair?

DR. SPIELBERG It depends, but the science is

there to be able to guide you.

DR. CHESNEY: Right, depending on the
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circunstances, we do have the science to give us the
answer .

DR. SPI ELBERG. Exactly, and we shouldn't be
tal ked into either too many sanples or too few sanples.
We shoul d get the right nunber to get the data.

DR. CHESNEY: Thank you.

Moving on to G Just to remind you, if we are
now usi ng an anti hi stam ne instead of an anticonvul sant,
given orally, already been approved for use in adults, to
asynptomatic healthy children, single dose of the
anti hi stam ne, obtain one or two bl ood sanples for a PK
st udy.

Goi ng back over A through F, does this study
with an anti hi stam ne that has al ready been well studied
in adults and approved for use, when we have to obtain at
| east one bl ood sanple fromthe child assum ng we put in
a catheter and can get two sanples, does this study
exceed the threshold of a m nor increase over m nimal
ri sk?

Comrents. Dr. Nel son.

DR. NELSON: | will go out on a linb and say it

woul d change ny answers dramatically on every single
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point, and nost likely I would consider it acceptable
under mnimal risk with the exception of F, which | would
need sone further thought on in howto carry that out.

DR. CHESNEY: Dr. Kauff man.

DR. KAUFFMAN: | would like to respectfully
di sagree because | think that physician assunes that the
benefits and risks of the antihistam ne are dramatically
different fromthe anticonvul sant, and w t hout know ng
nore about the drug, | don't think we can say that.

We are assuming that it would be given for a
trivial condition, and we are assum ng that
anti histam nes are generally very, very safe drugs when
we say that, and we know differently, so |I would disagree
and treat it the sanme as the anticonvul sant.

DR. NELSON: | guess | was assumng if it were
approved, that much of that information was avail abl e.

DR. KAUFFMAN: If it was sel dane, and they got
an arrhythma, it is not safer.

DR. CHESNEY: O her comments? Keith.

DR. RODVOLD: | agree, | disagree because |
think nore of the newer antihistam nes have been

met abol i zed, and so you have to go back and you have got
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to | ook at some things that even if it was approved in
adults, that you have got to be careful and going
backwards and take a | ook at adverse events and

nmet abol i sm and pat hways, and ot her drugs that--you know,
if it'"s in volunteers and they won't be on drugs, or if
you are going to take sonmeone that is on drugs. So, |

t hi nk you have got to back up again.

DR. NELSON: Let ne try to nake a stronger case.

This is an approved nedi cation, and we know t hat
pedi atri ci ans, being one, and there is pediatricians
around here, basically go wild once it's on the shelf and
prescribe it for all sorts of indications off-I|abel.

So, in effect, we have got a situation here
where we woul d not allow healthy children, which are the
ones that are likely going to be getting the
anti histam ne by their pediatricians, to not go into a
research project out of these concerns when it is going
to be used in hundreds of thousands of children once it's
of f | abel.

So, | agree with all the concerns about safety
and those need to be addressed, but to me this begins to

fit into the mniml risk category, and the argunent
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about exposure, and even if it's mnor increase over
mnimal risk. |If you argue this is greater than a m nor
increase over mnimal risk, this just wouldn't happen, it
woul dn't get done, I RBs woul dn't approve it.

| agree with the safety concerns, but to ne,
this is a population that would need to get this
nmedi cati on because that is the group that woul d be
getting it.

DR. CHESNEY: Excellent point.

Dr. Edwards.

DR. EDWARDS: It seens that we have kind of gone
back to the first case in a way. | nmean it's |like the
antibiotic case, | think, and obviously, sonme of the
cardiac toxicity that has been reported with sonme of the
anti hi stam nes woul d be another issue, but | think it is
nore back to the first nodel, | would concur

DR. CHESNEY: | think the only difference is
that in this case, the child has to have a catheter or
two separate veni punctures.

DR. WLFOND: | realize in listening to the
conversation that one of the problens with Question A,

the way it is stated by focusing on the m nor increase
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over mniml risk, really does tie all of our discussion
to the specifics of the regul ati ons.

| think the nore general question that we ought
to be asking is do we think this sort of study is
justified in healthy children rather than tying it to
ot her what we | abel as mnimal risk or greater increase
in mnimal risk, and in that case, | would say that if we
had reasonabl e i nformati on about safety, whether it is
for an anticonvul sant or for an antihistam ne, | think we
m ght be able to say a PK study m ght be justified in
children, and that is regardl ess of whether they have the
di sease or not.

DR. CHESNEY: | amrem nded that we are already
way behi nd.

| would be interested in an actual show of hands
for the answer to A, and let me put it this way. How
many people would agree with Dr. Nelson's perspective as
he presented in two different comments?

[ Show of hands. ]

DR. CHESNEY: Seven.

How many woul d agree with Dr. Kauffman as

presented in one coment?
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[ Show of hands. ]

DR. CHESNEY: Two. Thank you.

B. Wuld any precautions or exclusions mninze
the risk that you feel is present?

Dr. Kauffman.

DR. KAUFFMAN:  Well, | think if | knew from
adult data, from adult experience, that this had a very
good safety profile, then, I would view this essentially
as being mnimal risk. | agree with Skip that we have to
weigh into this, we have to factor into this whole issue
what is the risk of not doing the study, because that is
really the issue that he raised, and that has to go with
all of these exanples, and | totally agree with that.

As long as | could be assured that the safety
profile in adults was acceptable either in if it is not
approved, in the preapproval studies in adults, or if it
is approved, it is even stronger, then, | would view this
as a mniml risk.

DR. CHESNEY: Thank you.

Maybe we can go to C then. Could this study be
given in children who are too young to give assent? Can

we give an antihistamne in this setting to a
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t wo-year-old? Coment? Yes.

DR. SZEFLER: It should be yes, and just to
foll ow up what Ral ph had said, nost of the arrhythm as
are on nultiple dosing reginmens, and it's the context of
the study and the study design, and this is just
singl e-dose studies. So, | don't see an excessive safety
feature here, knowing the profile of the drug unl ess
t here was sonet hing very unusual .

DR. CHESNEY: Does anybody di sagree that this
could be given to children who cannot assent? Dr.

Nel son.

DR. NELSON: | just want to give one plea. As
you recall, one of the early principles that were put up
in our presentations was that participants who coul d
consent should be used preferentially over participants
who coul d not consent.

The question I have is why we would not apply
that same principle in a descendi ng age range, which |
bel i eve was raised by Ellen, to pediatric studies, and
al t hough I woul d have no objection to including children
at sonme point who could not assent, unless there is good

devel opnental reasons netabolically or otherw se that the
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research needs to be done in that population, | would
want to see it noved down the age range--you can nove
down fairly rapidly--but nove down the age range before
that is instituted.

DR. CHESNEY: Thank you. Good point.

D. Wuld it make a difference if the child had
| assune a di sease which required antihistam ne? | don't
know exactly what that would be, maybe urticari a.
thi nk we have agreed that we are happy studying this in
wel |l children who don't have the disease.

Wuld it nmake a difference if this antihistam ne
had not been approved in adults and we had only m ni mal
to noderate informati on about the kinetics and adverse
effects, and so on? Yes, Dr. Danford.

DR. DANFORD: | will venture a statenent that
maybe it would particularly with the concerns we ni ght
have about arrhythm as, et cetera, in sone antihistam nes
that we may | earn about relatively late in our experience
with them

DR. CHESNEY: Does anybody feel strongly that we
woul d not approve of this if it was an investigational

anti hi stam ne?

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



aj h

DR. WARD: It's all about what Steve said
earlier. It all depends upon the details about the
phar macol ogy of the drug itself, and nobst of the drugs
are now being screened for effects upon the |I KR channel
as they conme through the devel opment process. So, we
woul d know t hat in advance.

DR. SPIELBERG. And it is not antihistam nes per
se that are involved in that. It is the nature of the
nol ecul e and hitting the I KR channel, and it has very
little to do with indication, they are antibiotics, that
al so prolong QT, including our friend erythromycin.

Just to very quickly pick up on sonething,

t hough, that Skip said, and | didn't say this with
respect to the nunber of sanples and everything. The

i ssue of doing, if you will, the nore difficult studies
in the older kids, know edge of PK and everything, so
that the little kids don't, in fact, have as great a
burden for doing the nmultiple sanpling.

| f you have enough information about netabolic
pat hways, if you are smart enough in study design, you
can spare the youngest children the requirenent for

mul tiple sanpling and go to a nore | oose popul ation

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



aj h

design in the context of a clinical trial to maxim ze
their benefit, so again, just thinking along those
I ssues.

DR. CLAYTON: The only point that | was going to
make here is that as | ook at this, |I realized one of
the reasons that the anti histani ne exanple is on here is
that we nostly think of that as being a relatively
trivial disease and al so drugs that are used |i ke water,
and they certainly are, and actually usually have the
efficacy of water at least in the small child.

But | do want to nmake the point here that there
are at least sonme small children for whom anti hi stam nes
make a huge difference, and there is actually really
life-threatening disease that fits in this category.

So, | just want to sort of throw that little
caveat in there, because |I know part of the antihistam ne
thing is that, you know, nom and dad are tired of
listening to little Johnny snuffle, | nean really tired,
but there is actually a subpopul ati on of kids for whom
this really makes a big difference.

DR. GORMAN: | feel |less confortable doing this

as an investigational drug for antihistam nes than
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anti convul sants, because | think the therapeutic options
are nore varied and nore effective for the antihistam ne
cl ass, and would change ny answer for the anticonvul sants
where this would be okay, to the antihistam nes, as |
said, | would want to see adult approval or at |east the
Phase Il studies in adults conplete.

DR. CHESNEY: Thank you. Actually, | am not
sure what the consensus on E is. Could sonebody el se
articul ate?

DR. SPIELBERG. It depends.

DR. CHESNEY: It depends. Thank you.

We said F was it depends if it is an
anticonvul sant. Do we hold with that if it is an
anti hi stam ne? Yes.

Case Study No. 3

DR. CHESNEY: Mbving on Question No. 3, which we
shoul d be able to get through in 15 to 20 m nutes.

A sponsor has devel oped a new fornmul ati on of an
opht hal m ¢ agent, which is approved for use in adults.
The study population is to be asynptomatic, healthy
children of 3 through 8 years. The design is to provide

each child with a single dose in the eye, observe for two
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hours for adverse events, and if none are noted, then
move to a 6-week nulti-dose study. It is not known if
such agents woul d have any uni que inpact on acuity in
this age group where visual acuity is still devel oping.
Question A. Does this study exceed the
t hreshol d of a mi nor increase over mniml risk?
Let me start again by asking what people woul d
interpret as the risks of this 6-week, nulti-dose study.
Yes, Dr. Edwards.
DR. EDWARDS: | don't think we are given enough
i nformation about this ophthalmc agent. 1Is it an
anti biotic?
DR. MURPHY: No. We have a pediatric
opht hal nol ogi st, Dr. WIley Chanbers, who is the Division
Director, who | think can give us--we thought this m ght
get your attention--some clarification to really where we
see these studies occurring and why they are being done.
DR. CHAMBERS: My nane is W/ ey Chanbers.
The context for these are these woul d be
virtually all antihistamnes or mast cell inhibitors.
They woul d be studied for their safety and efficacy in a

popul ati on that went from approxi mately age 8 through age
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99.

The studies would normally be conducted in that
age range because we are | ooking for both--the indication
woul d be allergic conjunctivitis--and so we are | ooking
for the ability to get rid of itching and the ability to
get rid of redness.

We do not generally feel that people under the
age of 8 are capable of giving reliable answers for the
itching, but there is no reason to believe that the
di sease is any different between age 8 and age 99.

So, the initial safety and efficacy studies are
done there. The disease we believe exists down between
ages 3 and 8, probably not any different. W just cannot
get the answers for itching bel ow t hat age.

The eye normally does not finish its devel opnent
and hence the risk for anblyopia and the risk for m nor
irritations exists between ages 3 and 8. Consequently,
the proposal would be to do a study in subjects age 3 to
8 as descri bed.

DR. CHESNEY: Dr. Gor man.

DR. GORMAN: Two questions. One, why would

there be a new fornmul ation, are children's eyes between
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ages 3 and 8 different on the outside than children
bet ween 8 and 99?

Secondly, discussing visual acuity as it is
devel oping in this age, would the ophthal nol ogi sts
el uci date whether they think that is glove, |lens, cornea,
or is it really all brain devel opment that is inpacting
on visual acuity devel opnent during that time?

DR. CHAMBERS: Maybe a new fornul ation was a
poor choice. | mean this would be the same fornmulation
as what was studi ed between ages 8 and 99, the exact sane
product. We are just looking at the potential risks
bet ween ages 3 and 8.

The exam woul d not include just visual acuity.
We also include slit |anp exam so that we could
determine if there were any abnormalities--both | ook at
t he cornea conjunctiva--and | ook at whether there are any
abnormalities and source of what the visual acuity
di fference would be if one was found.

DR. GORMAN: But does visual acuity change in
this age because of differences, developnent in the
| enses--yes or no, that is true--or devel opnent in the

brain? | guess that is the question | amtrying to ask.
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What i npact are they | ooking for?

DR. CHAMBERS: The general feeling is there is
not a full devel opnent of the retina. The risk for
anbl yopia is both a retinal, as well as optic nerve going
to the brain. The exact pathway is not entirely well
know.

DR. SANTANA: So, in order to get this data, you
woul d have to EUAs on these kids, exanms under anesthesia?

DR. CHAMBERS: No.

DR. SANTANA: | don't see how you can do al
these things that you keep tal ki ng about - retinal exam
and slit lanmp, you know, it is very difficult in
3-year-olds to do all these things.

DR. CHAMBERS: | would beg to differ. It is not
particularly difficult to do a slit lanp exam There are
things called hand-held slit lanps. W routinely exam ne
children age 3 and above. It is not a difficult exam
We are not doing any special tests for these. W are not
t al ki ng about visual evoked potentials, we are not
tal king about ERGs. W are tal king about basic typical

tests that would be done in any kind of normal exam

DR. W LFOND: It sounds like the nain concern
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for including children of this age is because of this
concern about inpact on visual acuity.

Have there been other drugs previously where
t hat inpact has been identified?

DR. CHAMBERS: The difficulty in essentially why
do this at all or why not do it in people that have the
di sease is that if you were to take children that have
the disease, their eyes would typically be red and itchy,
whi ch are some of the early warning signs or early
signals if you had some minor irritation due to the drug
product. So, you wouldn't be able to differentiate
whet her the drug was doing the sanme things as the disease
typically manifests. That is the reason for doing it in
nor mal s.

Vi sual acuity is just one of several tests that

woul d be done.

DR. CHESNEY: Dr. Nel son.

DR. NELSON: | guess if one of the
justifications for extrapolating efficacy data is the
simlarity of the disease, and if there is no postul ated
difference in the reaction to local irritation, it

strikes nme given the nature of the risks that you are
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worried about, those risks in nmy mnd could only be
justified if there was potential benefit.

So, | would argue that it should be the
popul ation of children with allergic difficulties who
woul d be the population to assune that that wouldn't be a
saf ety endpoint that necessarily needs to be determ ned,
because that has al ready been sorted out in 8-year-olds,
because the reality is pediatricians are probably using
this anyway if it is already approved.

| amreally struggling and since it is not part
of A, B, C, or Din ternms of your patient population, I
woul d argue that it should not be used given the nature
of the risks you are precisely worried about following in
sonmeone who woul d not normally be exposed to this
medi cati on, and then just ignore the fact that you can't
coll ect that particular safety data given the allergic
reaction.

DR. CHAMBERS: The risks for irritation are
potentially different.

DR. NELSON: | understand, but you are assum ng
the reason why you are extending it to the 3 to 8

popul ation is because of the issue of visual acuity.
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DR. CHAMBERS: That is one of the issues, it is
not the only issue.

DR. NELSON: Understood, that is one of the
i ssues, but | would argue there is no reason to assume
that a 7-year-old would have any nore propensity to | ocal
all ergic reactions than an 8-year-ol d.

The problem 1 have in this--and it's not A, B,
C, or D-is | would not give this to asynptomati c heal t hy
children after what you just told nme about the risks you
are worri ed about and that you are going to follow for.

|, as a parent, wouldn't even put ny kid in,
am not sure | would put ny own eyes under this from what
you have just descri bed.

DR. CHESNEY: Dr. Edwards.

DR. EDWARDS: Are there any data that could be
derived fromanimals, |ooking at acuity and i ssues with
chronic use of this nedication, particularly the concern
t hat you have?

DR. CHAMBERS: No.

DR. CHESNEY: Dr. Fink.

DR. FINK: | guess | would raise the question,

one, | think this is increase over mniml risk, but
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secondly, is there any data--1 would want to see sone
data to support that there was actually a market for this
drug. Usually, allergic conjunctivitis in the 3- to
8-year-old is going to be nore effectively treated with
system c anti hi stanm nes, and as a parent, | can't inagine
long termtrying to fight with my child to give eye drops
day after day.

DR. CHAMBERS: For itching and redness, the npst
effective products are actually the eye drops. They are
not the system c. Head-to-head conparisons that have
been done have denonstrated this. The market is
relatively large. What we are tal king about is the
devel opnent of virtually every ophthalmc allergic
conjunctivitis product that has already been on the
mar ket and continues to be on the market. This is not a
single, one-time thing. This is the routine.

DR. CHESNEY: Dr. Clayton.

DR. CLAYTON: Actually, | was going to follow up
on that say that I amnot even sure, as a pediatrician,
that if a parent asked ne if they should be putting this
stuff in their kid s eyes, that | would say, you know,

that | would encourage themto go through the battle of
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putting this stuff in their kid' s eyes as opposed to just
letting them have red, itchy eyes.

Even if system c anti hi stam nes would be | ess
effective, if the kid tolerated themwell and the kid
took the oral antihistamne well, | think that | would
prefer that. | mean | don't know. | nmean it is
interesting to hear that there is a potential market out
there, because | am not sure, as a pediatrician, that I
woul d recommend that a parent do this.

DR. CHESNEY: Ot her comments?

DR. CHAMBERS: | would be interested in hearing
if it's above mnimal risk, what are the risks.

DR. LUBAN: Application of the drops alone. |
mean hol ding the eye open and putting in drops in a
3-year-old would just--fighting, getting scratches on the
cornea fromthe application, and then the slit |anmp puts
it into an entirely different ballpark as far as | am
concerned. Then, you are tal king about dilation.

DR. CHAMBERS: The slit |anmp does not require
dilation. The slit |lanp does not require contact. The
slit lanp, you are tal king about being a couple feet away

fromthe child to do the exam
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DR. LUBAN: As | renenber, don't you have to
have t he head stabl e?

DR. CHAMBERS: Not with a hand-held slit |anp,

no. DR. CHESNEY: Ben.
DR. WLFOND: | just want to respond real
quickly to Wley's question about risk. | think earlier

today we were using the word risk very broadly to talk
about disconfort and inconveni ence, as well as physi cal
harm | think the concern would be to what extent,
agai n, does the application cause disconfort or

unpl easant ness.

DR. CHESNEY: Dr. Spiel berg.

DR. SPIELBERG | amreally worried about--let's
say the stuff really did work--1 amterribly worried
about conpliance under such circunstances. | nean if

your average Hopkins' house officer never finishes a
10-day course of antibiotics for their own kids' otitis,
despite what they tell their parents to do, this is six
weeks' worth of eye drops in a child.

| mean nost parents will give up after two or
three failures with oral nedicines. That is sort of

standard routine. Here, you are asking sonebody to do
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something really pretty extraordinary. Even in treating
bacterial conjunctivitis, it is hard for the parents to
put drops in for even a week. Six weeks, in honesty, |

think will beconme a major home battle, and a maj or hone
battle for a 3-year-old is distressing and ri sk.

DR. CHAMBERS: Wouldn't that be worth know ng
bef ore the product was approved? |Is that not something
that you would want to know before the product was
i ndicated for that age group?

DR. SPIELBERG | would want to know it. In
honesty, | think |I would, and probably be developing it
for that group after | talked to a bunch of nons.

DR. CHESNEY: Dr. Nel son.

DR. NELSON: In ny mnd, the nost worrisonme risk
is the one you identified in your |ast sentence, which is
what you really don't know whether it would or woul d not
happen, which is the visual acuity, and I would ask a
guesti on.

Assum ng these are avail able by prescription
only at this point for those other populations, and given
the propensity of pediatricians to do off | abel use,

whet her you woul d be able to even get some prelimnary
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i nformati on about the frequency of use in this age group
and whet her you woul d be able to assuage those of us who
woul d be worried about inpact on visual acuity just by

| ooking at those children who are already receiving this
medi cati on.

DR. CHESNEY: In the interests of noving ahead,
can | ask, is the consensus that people feel that this
situation does represent nore than a m nor increase over
m nimal risk? Yes.

DR. MURPHY: Joan, instead of going through al
the others, then, could you pose anot her question. Wuld
you consider it appropriate to study this age group with
this agent with all the information you have heard if

there were a history of the child having had this problem

bef ore?

DR. CHESNEY: Ben.

DR. WLFOND: | don't want to just keep
repeating nyself, but again, | would say | don't think

that woul d make much difference because | think that the
risk to the child and disconfort are going to be to a
| arge extent independent of whether the child has had a

previ ous epi sode of conjunctivitis.
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DR. CHESNEY: Dr. Gor man.

DR. GORMAN: | think one of the issues nmay be
t he age range we are picking, going down to age 3 and
havi ng the oppositional battles at that age.

There are clearly sone 5-year-olds who woul d
tolerate eye drops without any difficulty, and after a
wi dely used mast cell stabilizer was withdrawn fromthe
mar ket because they had difficulties in manufacturing, |
had several parents drive to a country that is on the
ot her side of the border to get this agent and bring it
back for their children.

So, | amgoing to have to respectfully disagree
with those that think that it is always a battle to give
eye drops, and | know that there is a subset of our
patients who really object to system c anti histam nes on
a chronic basis, which has been offered as an
alternative, as well.

So, | think maybe it is the age range down to 3
that is problematic nore than sone of the other concerns
t hat we had, because | think that battle is a problem

DR. CHESNEY: Yes, Keith.

DR. RODVOLD: | think it would help if you had
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sone type of nodel even if there isn't one, because you
are saying acuity is still developing, and to give humans
that at this point, especially in kids, that is really
worrisome to me. You have a big safety unknown sitting
t here.

If there is no nodel, then, develop it. That
woul d kind of help assure sone of this, or nultiple
nodel s. That may take over one hurdle of a safety issue
that is reluctant, but you still come back to the
practical issues of convincing parents and people that do
this for such a long period of six weeks, nmaybe a shorter
period initially, and then go on fromthere.

DR. CHESNEY: Any further comments on Case No.
37?

Dr. Murphy, can we take a 15-m nute break now?

DR. MURPHY: Pl ease.

[ Break. ]

DR. CHESNEY: Before we get to Question No. 4,
Dr. Chanmbers wanted to clarify one of the issues that was
brought up in the Question No. 3 about a topical
opht hal m ¢ agent.

DR. CHAMBERS: Just for clarification for
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i nformati onal purposes for people, the antihistam nes and
mast cell inhibitors fromthe ophthal m c perspective,
this has been the routine for the |ast approximately 10
years.

There are probably 10 products that are
anti hi stam ne nmast cell inhibitors which have been
studied in 3- to 8-year-olds, normal individuals for
si x-week studies, given four times a day. There have
been no safety problenms in any of the studies. The
conpliance rate generally runs somewhere between 95 and
99 percent of people taking the nedications, follow ng
t hrough, follow ng the questionnaires.

We do occasionally get people that don't I|ike
taking the drops, and we find that out within the
studies. This has been the routine that has gone on.
There may have been al so some m sunder st andi ng
about--these products don't have an increased risk of
altering visual acuity. Antihistam nes mast cell
i nhi bitors, to our know edge, don't do anything to visual
acuity. |It's that the eye has not finished devel opi ng
until the age of 9. |It's not that there is any speci al

risk with these products as opposed to any other product.
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It's just the eye hasn't conpleted its
devel opnent, and that's why we generally ask for studies
in the | ower age groups, and we ask for studies for al
opht hal m ¢ products, as |ow as the age goes. For
allergic conjunctivitis, we ask for down to age 3, for
neonatal conjunctivitis, we go down to within hours after
bi rth.

DR. CHESNEY: How do you measure conpliance?

DR. CHAMBERS: It's a questionnaire that is done
by the parents.

DR. CHESNEY: Do you offer an incentive?

DR. CHAMBERS: Most of these trials do have a
nonetary incentive, yes.

DR. WALTERS: How often a day and for how many
weeks do the people 8 and above take the drops?

DR. CHAMBERS: The different products are
indicated different frequencies. The nost frequent is
four times a day, the least frequent is twice a day.

DR. WALTERS: And for how many weeks?

DR. CHAMBERS: W generally try, since nost
all ergy seasons tend to run sonewhere between 6 and 10

weeks, all these studies all go for a m ninmum of 6 weeks.
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DR. WALTERS: And a maxi mum of ?

DR. CHAMBERS: If we say a m nimum of 6 weeks,
every conpany runs it for 6 weeks.

DR. CHESNEY: Have you studies visual acuity in
these children? | think that was sonewhat confusing to
all of us. It inplied that it wasn't known.

DR. CHAMBERS: Visual acuity is nonitored
al ong--there is generally, for a 6-week trial, there is
the initial visit, there is usually a visit either day
one or week one, but relatively early on, there is
usual Iy one hal fway between, and then at the end, and
visual acuity is measured by the ophthal nol ogi st at that
tinme.

Dependi ng on what the devel opnment is, visual
acuity is measured in different ways and for younger
children, it is whether the eyes are center steady
mai nt ai ned. We are not tal king about necessarily eye
charts. As you get old enough to be able to read eye
charts, then, we do that, but it is age-appropriate
vi sual acuity.

There is usually sonme type of slit |anp exam

and there is an external exam and that is basically al
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that is generally--and the questionnaire.

DR. CHESNEY: Are there questions and comrent of
Dr. Chanbers? Yes.

DR. O FALLON: The real issue is long term it
seens to me, in this visual acuity. Have you guys ever
done any foll ow up studies a couple of years down the
line to see what is happening especially, or do you ever
do studies, random zed studies, in which there are
different things, and you |l ook to see whether the acuity
affected long tern?

DR. CHAMBERS: To ny know edge, there has not
been anything done long term As | said, the products
don't have a risk at visual acuity, it is just the eye
has not devel oped. These are all random zed trials.

| mean this is not just everybody receiving the
anti histamne. This is a two-to-one random zation with
twi ce as many people receiving the antihistam ne or mast
cell inhibitor and one-third of the people receiving
vehi cl e.

DR. O FALLON: It sounds to ne, though, that a
l ong-term foll ow up woul d give you nore information

ultimately on whether there is a visual problem
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DR. CHAMBERS: | will take that into
consi deration. Thank you for the coment.

DR. CHESNEY: Thank you.

DR. CHAMBERS: Thank you

Case Study No. 4

DR. CHESNEY: (Question No. 4. A sponsor is
devel oping a new MRl contrast agent and w shes to test
saf ety and tol erance in children. The study design is to
gi ve one dose of the intravenous contrast agent to
hospitalized children who already have indwelling
cat heters, or who have previously established intravenous
access, and to observe the children for reactions for two
hours.

The first question. Does this study exceed the
threshold of a mnor increase over mnimal risk? Mybe
we could start again with clarifying what the risks of
this particular study are.

Comment s?

DR. GORMAN: Has it been studied in adults yet?

DR. MURPHY: We will say for this, yes.

DR. GORMAN: One nore clarification on the

study. Is this child comng in for an MRl or is this
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child just in the hospital ?

DR. MURPHY: | amtrying to think back to the
actual study. The child was just comng into the
hospital and had a line in.

DR. CHESNEY: WAs not being admtted for the M
study, though, was being admtted for other reasons?

DR. MJURPHY: Correct.

DR. CHESNEY: Dr. Fost.

DR. FOST: So, it has been shown to be safe and
effective in adults, | assune, for the sake of

di scussi on.

DR. MURPHY: For the sake of discussion.

DR. FOST: |If that is the case, why would you
not want to use children who have some potential benefit,
that is, children for whoman MRl is indicated?

DR. MURPHY: You may w sh to.

DR. FOST: | would wi sh to.

DR. CHESNEY: Any other comments? \What are the
ri sks of this?

DR. KAUFFMAN: | don't know what the risks are.
There isn't enough information here to know what the

risks are. They could be trenmendous, they could be

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



aj h

trivial. | don't think we have enough to answer t hat
gquesti on.

Some of the radi opaque materials in the past
have had major risks, and so | don't know what we are
dealing with here, but | agree with Dr. Fost that | don't
see any reason why this study should be designed the way
it is portrayed here.

There is no reason, if you want to evaluate this
material, it not be used in kids who are getting MRIs
because we have thousands of them tens of thousands of
them every year that are getting MRIs with contrast.

Just |l ook at the tolerability in that popul ation. Wy
pl ace normal children at any additional risk if there is
any.

DR. CHESNEY: Dr. Danford.

DR. DANFORD: You asked for risks. One of the
risks I can think of is sonme contrast agents are
t hrombogenic. You would hate to take sonmebody who has a
central venous line for a very good reason and nake that
central venous line of no further use to the patient,
this, on top of the usual hazards of entering a central

venous line including infection and the risks of the
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agent itself, idiosyncratic allergic reactions, et
cetera.

DR. CHESNEY: Thank you.

Dr. Clayton.

DR. CLAYTON: | would just nake another comment
here, which is that--again, this relates to ny particul ar
experience dealing really only primarily with
underprivileged children--and that is, that nmany of these
fam |ies perceive comng into the hospital and perceive
dealing with house staff and residents and students as
bei ng experinented on, and so | think when you have got a
child who is in for another reason, mybe they have got
pneunoni a that is unresponsive to therapy or whatever
that is, that, you know, you really need to be careful
about asking those famlies to do sonething el se unless
it is something that is particularly related to them

| think that in a society like ours, where a
substantial part of the population profoundly distrusts
us, and profoundly fears research, | nean yes, we are
asking them and | think all of that is inportant, but I
think in addition to that, that is yet another reason why

to take a child who is already sick and even if the
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contrast agent seens to be relatively safe, | think you
have to have a really good reason why you are taking this
particul ar patient popul ation and asking themto do an
additional thing, and I think we have to be attentive to
t hat history.

DR. CHESNEY: Dr. Nelson.

DR. NELSON: Just to reiterate the problem|
t hi nk of standards, as we have di scovered, the whole
interpretation of mnimal risk is problematic and one of
the difficult issues is whether you index that m ninal
risk to the life of a healthy child or to the life of a
sick child.

In the original National Comm ssion's report, it
was indexed to a life of a healthy child, and then
Subpart D or | should say the Common Rule, for sone
reason, dropped out the phrase "of healthy children.”

So, it opens up an anbiguity.

Now, the OPRR s official position is they would
like it to be indexed to healthy children, but in
fairness, you could interpret the regulations liberally
on that point.

So, ny only pleais if we are trying to devel op
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regul atory | anguage or gui dance over tine, is that we
don't get into a situation where we are debati ng whet her
m nimal risk nmeans the sane thing as low risk or m nor
increase is the sane thing as low risk, but at |east we
are debating what the | anguage itself actually neans as
to whether or not minimal risk is a certain situation,
because otherw se we just conpound the interpretation
difficulties.

DR. WLFOND: | actually want to get back to
Ellen's point. | agree with her, but would actually add
sone additional reasons why | think that this nmay be
problematic to do in this group of children.

Those are, first, | think there is always the
potential for there to be sone confusion, that, in fact,
that this study is therapeutic in spite of the fact that
there will be disclaimers that it is not, precisely
because the kids are in the hospital setting presumably
to get sone treatnent.

Rel ated to that, there would be the concern that
given their situation, they may be concerned that they
are not really free to say no in spite of our disclainers

that this is not the case. | think those things are
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m nimzed by taking children who are not already in a
conprom sed situation being sick

DR. CHESNEY: Dr. Gor man.

DR. GORMAN: | think this is one of those cases
where we are going to expose a fair nunber of healthy
children. At least in ny institution, a fair percentage

of the MRIs done for therapeutic indications are, in

fact, normal. So, they will have a therapeutic
i ndication, but they will still be healthy at the end of
their M.

DR. CHESNEY: Are we in consensus that for a
child who would not otherw se receive MRl dye, that this
does exceed the threshold of a m nor increase over
m nimal risk?

Yes.

Are there are precautions or exclusions that you
feel would mnimze the risk in an otherw se healthy
chil d?

DR. NELSON: | don't want to delay us too much,
but nmy inpression of our answer to Question A was that we
can't answer whether we think it is mniml risk or not

because we | ack the dat a.
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Part of the difficulty is, you know, | think the
argunment that it ought to be applied to children with
that condition is really independent of the risk
argunent .

DR. CHESNEY: Let's go back to the question of
whet her we do think that getting a child hospitalized for
anot her reason--and we don't know what that is--it could
be renal failure, henmolytic urem c syndrome, presunably
peopl e woul d be cogni zant of that issue, does giving a
dye represent nore than a m nor increase over n ninal
risk?

DR. FOST: |Is the idea here that they are just
going to get it injected, they are not going to be
scanned, is that the idea?

DR. CHESNEY: Correct.

DR. EDWARDS: How are they going to know it's a

better contrast if you don't look at it? | nean they are
going to have to have a procedure. | nmean you can't just
inject it to make sure, | would think.

DR. MURPHY: This is for safety.
DR. NELSON: | guess | just want us to keep the

issues clear. | mean risk is defined as probability and
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magni tude of harm |If we don't have the data to nake any
j udgnment of probability and magnitude of harm that is
one issue. The other issue is whether it is justified if
we had that data to do it in a population that is having
an MRI. That is an entirely separate question.

| would ask us to keep them cl ear and separate.
If we are saying we don't have the data to judge risk, we
shoul d stop there, and not try to then Iink whether we do
it in the child with or without a condition for an MRI,
then, to the presence or absence of that data. It is a
separate question.

DR. CHESNEY: Thank you for clarifying that.

What additional data would you want to assess
ri sk?

DR. KAUFFMAN: | think we can't make the m stake
of thinking about risk in isolation from benefit.
Sonebody made that point earlier today. |If you wite the
equation risk/benefit equals sonething, and benefit, as
it isin this case, zero, then, risk is infinite even if
it's mniml.

So, | think that is how we have to |ook at this

particul ar study, and so we need to know nore. That is
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why | say | don't think you could do this study unless
you are doing it in the context of doing an MRl because
then, at least there is sonme possibility, even in the
child who may turn out to be normal, as Rich says, at

| east they receive the material with the anticipation of
sone benefit fromthe study that was done, but to do this
the way it is designed, | just can't see any rationale
for it.

DR. FOST: Ralph, I think that is a road you
don't want to go down, about risk-benefit ratio being
infinity when there is no benefit, because that woul d
prohi bit you from doing a single venipuncture on a child
with no conceivable benefit to that child, even a
m nuscul e risk give you, if the denom nator is zero,

t hen, you have got infinity, so | don't think you mean
t hat .

DR. CHESNEY: Ell en

DR. CLAYTON: | just want to say that | want to
be clear actually what | was tal king about as distinct
fromjust the risk issue, which is that |I think as we go
t hrough this topic, that we |ook not only at risk, but

benefit and distributional issues, and frankly, the point
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that | was naking is that | would vastly prefer to do
this study on healthy children as opposed to sick
children who are otherwise in the hospital.

| think that that population is considerably
nore vul nerable and particularly anong the popul ati on of
patients whom | treat, there is an additional risk that
is outside the research context that weighs very heavily
on ny m nd.

So, you know, certainly |I would prefer that we
do this on a population of children who are going to get
MRIs for which they would need contrast anyway, but
second to that, ny second patient popul ati on woul d be
healthy kids, and I would think that I would want to
avoid this particul ar popul ati on of patients a | ot,
because | think the risk of putting an IV catheter in a
healthy child is less than the risk that | discussed with
an otherw se sick child who is in the hospital.

DR. CHESNEY: Dr. Fink.

DR. FINK: | think part of it depends on your
vi ew of the contrast agent because MRI contrast agents
are not dyes, they tend to be extrenely safe, and one

could make the argunent that the biggest risk in this
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study is actually the intravenous access, not
adm ni stration of the contrast agent, in which case you
then justify using patients where the access is already
avai |l abl e because it mnimzes the risk of the study.

DR. CLAYTON: Oh, | understand that point. M
point really had nore to do with the context about
whet her the famlies would feel |ike they were being just
further abused by a systemthat they already perceive is
bei ng abusi ve.

DR. CHESNEY: So, this is a very vulnerable

group of patients.

DR. CLAYTON: Ri ght.

DR. CHESNEY: Ben.

DR. WLFOND: | would agree with that | ast
point, but in addition to that, | think that for a parent
having to make a deci si on about whether to have their
heal thy child have the disconfort of intravenous access
pl aced versus a sick child who already has access, who
runs the risk of either losing that access or getting an
infection, | think a parent would be nore prudent to
select the healthy child rather than a sick child for

participation in the study.
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DR. FOST: It is inportant for us to renmenber
that not all the questions under each of these cases are
bei ng asked, that is, we are only being asked a handf ul
of questions about risk in a sentence, but one of the
guestions presumably is it appropriate to do this study
in this group on ethical grounds, and (b), is it
consistent with the regs.

To pick up on Skip's point, even if you
concluded that this was a mninmal risk--and | agree with
hi mwe don't know at this point--if |I amrenmenbering just
the rules, forget ethics for a m nute, about studies of
no benefit to the child, it has to be the case that it's
information that can't be obtained in any other way or
can't reasonably be obtained in any other way, that this
can be obtained in another way, nanely, by doing it on
chil dren who have an indication for an MRI.

So, | agree with Skip, the mniml risk thing is
a necessary condition for approving this, but it is not a
sufficient one. Even if it's mnimal risk, | think
al nost everybody is saying they would have trouble
approving this study, not because of the risk

necessarily, but because it is not necessary to use
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heal thy children to get this informtion.

DR. MURPHY: Joan, | think when the answer is
basically no, and a fairly clear no, that we don't have
to work through every one of the questions if they are
i nappropriate to do that.

Actually, if there is some point, though, and I
think the issue we were getting at with the hospitalized
children, okay, if there is sone point that this group
wi shes to bring forth in this discussion, that we have
failed to try to outline here, | would ask that they
bring it forth in this discussion.

DR. FOST: | amsorry, | didn't hear the first
hal f of what you said.

DR. MURPHY: | was saying that if the answer is
clear that in this situation, this popul ation should not
be a healthy popul ation, and we don't need to work
t hrough all the subcategories. The subsequent questions
were nostly we didn't want to presune a no answer, so if
it's a yes, we have provided all the subsequent
gquestions, but if it's a clear no, and there is not other
way that you feel that the rest of these questions woul d

apply, then, we don't need to work through themis what |
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am sayi ng.

DR. CHESNEY: Yes, Judith.

DR. O FALLON: | am concerned about anot her
issue here. |If we say that really the best population is
the kids that are facing the MR, then, that strikes ne
as creating another issue, which is asking kids to forego
a known effective in order to ascertain toxicities of a
new agent, and | think that has got issues right there.

| mean, you know, by saying that is the
popul ation, | think that creates other problens.

DR. CHESNEY: And | think that gets back to
Normi s point that there are a |ot of questions that we
weren't asked specifically.

DR. FOST: But that is true of any therapeutic
trial, at least half the study population is always going
to forego the standard treatnent in exchange for
sonmet hing that m ght be better.

When | suggested--and | assune others did, but
maybe it wasn't clear--doing this on children who need an
MRI, | had in mnd not just doing the safety study, that
is, not just injecting stuff and saying have a nice day,

but this should be conmbined with a child who has a
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clinical need for an MRI in which you would gi ve what ever
the right dose was, because | assune the risk would be
not i mensely greater fromgiving whatever--that is, you
are worried about sensitivity reactions, for exanple.

So, this seens to ne is no different from any
new t herapeuti c agent diagnostic in this case, that is
reasonably tried when there is good adult data on
chil dren who have sonething to gain fromit.

DR. FINK: \What would be the ethical
consideration if this were a new agent, well studied in
adults, proven to be safe, no nore effective than
currently avail abl e agents, but a quarter of the cost,
and now is to be studied in children?

DR. FOST: Well, that involves a whole set of
guestions. | nmean FDA doesn't consider costs, | assune,
i n deciding whether or not to approve it, but cost is a
rel evant factor in patients deciding whether or not,
dependi ng who i s paying, whether they are paying out of
pocket, it m ght be very rel evant.

| mean it would be a relevant factor in the
consent. It would seemto ne it is a good reason for

doing the study if it looks like it is equally effective
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and safe, that is a plausible reason for trying to use it
in children, as well. It is in the interests of
children, as well as adults, to |lower health care costs.

DR. CHESNEY: ElI en.

DR. CLAYTON: It is also in the interests of
children to have data since the | ess expensive one is the
one that is likely to end up on the fornmulary, so it is
the only one you can get.

DR. CHESNEY: | just want to be sure that we
have a consensus as Dr. Murphy nmentioned, using Dr.

Nel son's clarification of the issue, in this vulnerable
hospitalized patient population, are we in agreenent that
giving this contrast does exceed the threshold of a m nor
increase over mniml risk? Yes.

Ckay. Then, let's go on to E. Assum ng that
this was not a hospitalized child with a line in, but
rather a child admtted for PE tubes, who was to receive
an investigational antibiotic prior to the surgery, and
the mddle ear fluid was sanpl ed when the child was under
general anesthesia, and although it doesn't say it, ny
assunption is that the serum sanple woul d be obtai ned

also while a child is sedated, does this study, the PE
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tubes and an antibiotic, exceed the threshold of a m nor
i ncrease over mniml risk?

Dr. Nel son.

DR. NELSON: Let refrane that. It is asking
whet her we think this would be justified or not, because
dependi ng upon the anount of information that is
avai l able on that antibiotic, if indeed this was given at
a dose that would be considered of potential benefit to
this child, then, you don't have to even ask the question
whether it is a mnor increase over mninmal risk, because
Category 405 sinply says is it comensurate with the
avai l abl e alternatives and does not have any risk
restriction.

So, if this is designed in a way where you have
got the information, you have designed it, so that the
dose is appropriate, you have got the PK data, et cetera,
you finesse the issue of whether it is a mnor increase
over mnimal risk effectively.

To ne, this is simlar to the MRl contrast in
peopl e who need the study, so | feel a | ot better about
this, but if this was the first time anybody ever got it,

| probably wouldn't be as confortable, so again, it
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depends upon what data exists, but if there are
sufficient data to where this could be considered a
prospect of direct benefit, it is a very different
cont ext .

DR. FINK: But how can you consider it a
prospect of direct benefit when PE tubes are being
pl aced, because it has been well denonstrated that once
you put the tubes in, antibiotic therapy is unnecessary,
so there would be no potential benefit if you have gone
ahead with PE tube pl acenent.

DR. NELSON: Well, then, that is sonmething |
woul d have to take into consideration, but as a role, |
amfairly liberal with the prospect of direct benefit. |
agree that Phase | oncol ogy studies have a prospect of
direct benefit, so | think at [east an IRB m ght put it
under that category. | amassumng this child have been
on antibiotics, may well still be on antibiotics
afterwards, tubes doesn't stop all o otitis, so it is
debat abl e at | east.

DR. CHESNEY: Dianne, it says "investigational."

Has it been approved in adults?

DR. MURPHY: Yes.
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DR. CHESNEY: It has been approved in adults,
but not yet approved in children.

DR. MURPHY: We recognize it is unusual for
otitis nmedia, but we were just trying to define a
di fferent approach versus the hospitalized child where
you mi ght have access, and you are going to be doing
things to the child.

DR. FINK: In this particular case, | guess |
woul d argue there is no increase over mninmal risk,
because the child is going to have the ear fluid drained
and is likely to have or will have IV access established
for anesthesia, so that the performance of the study
ot her than the taking of the small bl ood sanple fromthe
indwel l'ing catheter is not really increasing risk at all,
and | would put this as a mniml risk.

DR. CHESNEY: Dr. Spiel berg.

DR. SPI ELBERG. This is based on the assunption
that the antibiotic is indeed designed for that patient
popul ati on, too, which also increases that child's
potential |long term benefit.

If it is a new antibiotic indicated for otitis,

and the whole point of this is to figure out the
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phar macoki netics in mddle ear effusion, that child is in
a sense the perfect candidate for such a study, and since
t he tubes are going to be put in surgically anyway, that
fluid is either going to be discarded or used, and use in
this situation, it nmay well be a benefit to the child.

DR. CHESNEY: Dr. Edwards.

DR. EDWARDS: | just want to make it clear that
| don't think that just putting tubes in is going to
solve this child s total problens obviously, and | think
that this child has probably been on a series of
anti biotics, probably has resistant pneunpcoccus t hat
will eat any antibiotics for breakfast, so that | think
t hat probably there is a clear benefit for this child, so
| think it really does not exceed a mnimal risk.

DR. CHESNEY: Dr. Kauffman.

DR. KAUFFMAN: One additional point to consider,
and that is if you agree that there is sone potenti al
benefit to the individual, | think that this also offers
benefit to a ot of children in the future. |In contrast
to the MRI contrast, it is going to produce sone usefu
information fairly quickly, and in probably the nost

i nnocuous way that that information can be gl eaned.
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So, it seens to ne that you get the benefit
versus risk assessnent here is very different than the
MRI exanple, and is very favorable for doing this study.

DR. CHESNEY: Susan.

MS. KORNETSKY: | just want to nmake a comment.
In listening to the conmments here, and what Skip said, |
t hi nk, you know, we are using the mnor increase over
mnimal risk as a threshold to say yes or no, but just
because it may not reach that, the justification--there
are two different issues here, and they are being m xed
back and forth, and just, you know, even if something is
not a mnor increase over mniml risk, there still are
ot her qualifications that need to be nmet, and we have
really had no discussion about the other qualifications.

So, | just hear things being m xed here.

DR. WLFOND: | will respond to that. | think
that both Skip and Susan's points are well taken. As one
of the people who participated in witing these
questions, | have been cringing because | really feel
like I inadvertently have boxed people in a way that |
really didn't nmean to, and if | were to use this as a

pretest for rewiting the questions, | would conpletely
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change them

| think really it is inmportant that we ask the
questi on about whether or not we think the study is
justified, and not just focus on the question of m nor
increase over mniml risk, which is only one aspect, and
I would like to turn the clock back and have a chance to
redo that, but here we are.

DR. CHESNEY: Thank you for that confession.

Dr. Gorman.

DR. GORMAN: It strikes nme as this discussion
wi nds down that we may be | aboring under another
m sconception. Most of the people around this table are
obligated to follow NIH s rul es because of their nmultiple
proj ect assurance nunmbers, and | would be interested from
the representatives of the FDA how nuch of pediatric
research is done in the institutions represented around
this table versus out in the comunity where Subpart has
no effect, and there will be a foll ow up question, which
is, is the FDA considering maki ng Subpart D or sone
nmodi fication of that a requirenment for studies done on

pedi atric patients no matter what the venue.

DR. MURPHY: | will take the second part first

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



aj h

by saying that really isn't the intent at this point,
doesn't nean that that wouldn't be a potential approach.

| can't give you an absolute nunber as to how many of the
studies that are funded by industry, if you will, are
done outside of institutions that would conme under the
federal regul ations, however, it does occur, and that
what we have seen is that particularly with the increased
gl obali zati on of studies, that this is also at the stage
of being performed in children outside of this country,

t 0o.

So, we really wished to nake it clear that some
of the studies--not the exact nunmber, we can't give
you--are going to occur in situations that will not be
i mmedi ately under the regul ations of HHS.

DR. CHESNEY: Dr. Nel son.

DR. NELSON: Just one follow up coment on that.
I wouldn't want to be msinterpreted in maki ng an appeal
for there to be a uniformstandard that | necessarily
assunme that the standard, when applied, results in
appropriate human subject protection

What | m ght suggest, as a project, would be to

| ook at studies that are FDA supervised, and whet her
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there is, in fact, a difference between what | RBs have
done that are under MPAs and what | RBs have done that are
not under MPAs to see whether or not Subpart D had any

i npact on (a) what the IRB did, (b) whether there was any
difference in the consent forns or any difference in
human subj ect protection.

So, there would be an excellent opportunity to
actually |l ook at whether Subpart D, which is sort of the
| anguage we are using, when out in the field, has an
i npact, and | am assum ng that (a) you have the data, and
(b) you have the regulatory authority to get the data.

Now, what you could do with the data after you
have it is an open question in terns of publication
di ssem nation, but | am assum ng that that is an
answer abl e questi on.

DR. CHESNEY: Dr. Walters.

DR. WALTERS: | have another system question,
and that is, at several points this afternoon we have
t al ked about the inportance of getting access to the data
that exists fromstudies in adults, from drug approvals,

or | NDs.

| wonder to what extent it's a problemto get
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data |i ke that, particularly data about sim |l ar products,
but not i1dentical products that m ght be nade by anot her
conpany.

DR. MURPHY: |If there is a public health risk,
in other words, let's say we have a class of drugs in
whi ch we have a problemthat is arisen in one of the
products in that class, and we are concerned about the
ot her products in that class, obviously, we could go back
and ask the makers of those products to | ook at what
i nformation they have.

| think the question of could we require
sponsors to go back and provide information that they had
not provided us, because the other question is, you know,
how many studi es have been on children and how nmuch ot her
information is out there that they don't submt, | think
t hen you have a certain | evel of reason that you would
have to have to go and require that of the sponsor.

Usually, FDA's standard is if there is a public
health safety issue, and not being efficacious is also a
safety issue, being exposed to drugs that aren't going to
do what they are proposed to do, but we hopefully would

not have approved themfor that, so usually it is a

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



aj h

safety issue that would conme up where we would have to go
back and ask for that additional data.

DR. WALTERS: May | follow up for just a m nute?
Wth Phase Il and IIl trials, there has been a | ot of
di scussion of the inportance of registries of clinical
trials to avoid unnecessary duplication of effort, and I
am wondering how far forward that kind of effort can be
noved to try to avoid having children exposed to risks
that they m ght not need to be exposed to because
sonmewhere in the world, sonebody has done a study on the
sanme agent or a simlar agent.

DR. MURPHY: Let ne just attenpt to answer
registries. Fundanentally, the approach that we have
laid out is that instead of doing two adequate and wel |l
controlled trials in children, that if you neet the
standard that the disease and the response, the effect of
the therapy, you can make those extrapol ations are
sufficiently simlar between adults and children, you do
not have to repeat the efficacy trials.

What you do need to do is provide the
i nformati on how we can use this product if we have

reasons for expecting that we don't have the proper dose
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because of changes that are occurring or that we have
safety data that we are going to need, or sonetines, as
we are finding, is that we may need to | ook at a

di fferent endpoint that is being evaluated in children
t hat was not evaluated in adults.

VWhat | amtrying to say is | don't think that we
can say that developing a registry would approach the
efficacy question. Registries are being developed to try
to identify sone of the safety issues in pediatrics.

DR. CHESNEY: Could I ask if we have a consensus
on A, which is now a two-part question, No. 1, that the
study does not exceed the threshold of m nor increase
over mniml risk, and secondly, that the study is
justified in this patient popul ation?

Are we agreed on that two-part question? All
right.

Could we go to C. Could this study be done in
chil dren who cannot give assent? Coments? Are we in
agreenent that this study should be done in children who
cannot give assent?

We were told it was an investigational

antibiotic, so | think we are finished with Question 4.
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DR. HUDAK: Could | just clarify one thing?

DR. CHESNEY: | am sorry.

DR. HUDAK: Going back to the MRl contrast

agent, Questions A through D, | think just to nake sure
that | understand this correctly, patients who al ready
have i ndwel ling access or central |ines, who m ght need

an MRl for one reason or another, should also be eligible
for participation, correct? For instance, the patient
who comes in with trauma, who has a central |ine placed,
and needs a diagnostic MRI, there is no reason why that
patient would not be eligible to be enrolled in this
st udy.

DR. CHESNEY: That is my understandi ng.

DR. HUDAK: Ckay.

Case Study No. 5

DR. CHESNEY: MWhat is the inpact of conpensation
on parent/child perm ssion/assent:

A.  Wul d conpensation unduly influence a
child' s assent? Should a child be aware or told of
conpensation prior to giving that assent?

Comment s?

DR. MURPHY: | just want to say that we brought
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this forth because there are recomendations that they
shoul d not be, and yet it was quite clear to us that they
are being nade aware, and we just want to hear this

di scussi on.

DR. CHESNEY: Susan.

MS. KORNETSKY: You know, when you tal k about
conpensation, | think of it in different ways. | think
about it as a reinbursenent for expenses, and then there
is the inducenment part.

| absolutely think that individuals, especially
parents, | nean | know we tal k about the children should
be told what is going to be reinbursed. As far as the
i nducenent part, | have strong feelings that there
shoul dn't be a | arge inducenent.

| like to think of giving a child a token of
appreciation for what they have done--this is going above
and beyond what it costs a parent to bring their child--
gift certificates, toys, books, those types of things,
and if it is not an overly coercive anmount, | don't
personal |y have any reason, don't see any reason why that
can't be told to individuals.

| think we get into problens when we get into
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| arge amounts that people are starting to feel are
coercive, and therefore, we are saying, well, nmaybe they
shouldn't be told up-front, but I think if you keep the
whol e amobunt as a reasonabl e anmobunt, | don't see any
reason why it can't be up-front.

DR. CHESNEY: Yes.

DR. KODISH: | think we need to think of this in
ternms of our duty to be honest with our children, and a
structure where this information is withheld fromthem
until after the study is conpleted, and then disclose, |
think has the potential to result in mstrust between
child and parent, between child and investigator.

So, | would argue that if we are going to take
assent seriously, then, conpensation needs to be part of
that assent. | think there is a sense here that noney is
a tainted part of this whole process, and maybe that is
not necessarily supported.

DR. CHESNEY: Nor m

DR. FOST: | agree with both of the previous
comments. | would just nake a plea that the word
"coercion" be rempved fromthis discourse forever

Coercion neans the use of the threat of force or
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t hreat eni ng people with deprivation of something that
they are entitled to. None of that is going on here.

The ethical issue, if there is one, is
expl oitation of people who are poor, undue inducenent,
and so on, but coercion is just not what is going on, and
I think it would be hel pful to renove that word fromthe
di scussi on.

DR. HUDAK: Why could not one informthe child
about the level of reinbursement after the child nmakes a
decision to assent, so that it doesn't influence the
child' s decision to participate or not? Wuld that be
wrong?

DR. CHESNEY: Ben.

DR. WLFOND: | would say two things. One is to
sort of extrapolate fromEric's initial point about the
notion of the tie between assent and the conpensati on.

t hi nk John, during his talk, argued that one of the
reasons for assent was--Ellen's talk rather--was the
notion of respect for the individuals.

So, it strikes me that if your justification for
assent is respect, and as part of that you are

wi t hhol di ng information, that does present a very conpl ex
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message.

Secondly, certainly in the studies | have been
involved with, with children, particularly the
veni puncture studies, it is precisely that the
possibility of $5 or $10 that the child wei ghs about
whet her or not they are willing to have thensel ves stuck,
it seens that it is not unreasonable to present that to
them so they can nmake their decision.

DR. CHESNEY: Dr. Nel son.

DR. NELSON: What bot hers ne about the whole
di scussi on of undue influence in conpensation is the
absolute | ack of data, even in the adult world, about
what i nfluences decisionmaki ng on the part of the adults
and what undue influence is, how do we operationalize it,
how do we define it, how do we cone to understand the
| evel of conpensation that makes peopl e make deci sions
that we think they really ought not to make.

It is also unclear to nme that we necessarily
should treat children any differently than we woul d treat
t hose adults if we had that data. Last week, | asked
three, 1ll-year-old children (a) how much noney it would

take for themto want to be in an overnight PK study, and
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t he range was about $90 to about $200, and that was
based, not on their assessnent of risk, but on the tinme
that they had and the fact that they had better things to
do perhaps than spend their tine in the hospital in a PK
st udy.

VWhen | told themthat some people woul d argue
that they shouldn't get as much noney as an adult shoul d,
their reaction was that that was unfair, and when |
said--1 asked them why, and their reaction was that we
are peopl e, too.

So, | amnot saying that that is--1 don't intend
t hat anecdote to be an answer, but | think there is a | ot
of bias in this discussion and absolutely no data to help
us decide this even in the adult situation.

| think we can argue there is undue influence
all over the place, and it would be nice if we can, over
time, get sonme clarity on this.

DR. CHESNEY: Dr. Fink.

DR. FINK: | think one of the things that has
not been | ooked at adequately is whether the study itself
can be structured so that participation in the study is

actually the conpensati on.
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We did a three-day stool collection study in CF
patients, where ahead of tinme the parent and the child
i nvol ved knew they were going to be put up at a hotel in
town, they would get free ordering fromthe menu, but
there was no conpensati on beyond the fact that they got a
ni ce three-day vacation at a nice hotel.

| think that that is one exanmple of where you
could actually structure the conpensation as part of the
study, and you would get away fromthis whol e i ssue of
undue i nfluence because it would be right up-front, this
is what the study involves, here is the negatives, here
is the positives, and we are not tal king noney, we are
tal king the environnent of the study and the fun you have
during the study that you wouldn't have otherw se.

DR. WARD: Shouldn't the regulatory step be at
the I RB approval |evel of the protocol rather than the
| evel of reinbursenment for their participation?

DR. CHESNEY: Do you nmean shouldn't the |IRB nake
this decision?

DR. WARD: Yes. That is, if the protocol is
appropriate in who should be included and excl uded, that

t he noney should not be the rate-limting step in this.
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Rat her, it should be whether this is a well-designed
study that will derive benefit to the participant and
their famly, and if we have all done our jobs right and
desi gned the protocol and approving the protocol, then,

t he noney should not be the rate-linmting step about
whet her they participate or not.

DR. FOST: The protocol conmes in with the
i nvestigator saying even though | think this is
approvabl e under Subpart D, | can't get enough people to
cone in and sign up for it even though it nmeets m nim
risk criteria, and so on, and so forth, so they are
asking for an opportunity to induce people to cone in
with gifts or rewards.

Just one coment on gifts. There is one that
you don't need data to discuss or even possibly resolve
on ethical grounds, for adult studies, it is conmon now
to pay thousands of dollars to get adults to cone in,
volunteers, for exanple, to stay for many, many nights in
a clinical research unit, and so on

It is just work, it is just blue-collar work,
that's all. Al nost nobody is going to do it out of

altruism and lots of people will do it if you pay them
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enough. In general, at |east our |IRB doesn't have any
problemw th that. |If healthy people want to go get
stuck a lot, that is no different than wanting to work on
a construction job or play football or anything else that
is very risky.

But that argunment will not suffice for a
3-year-old or a 6-year-old. That is, we don't think it
is okay to offer a 3-year-old all the m |k shakes he
wants for the rest of--or all the ice cream he wants for
the rest of the year to get himto do sonmething, because
he or she can't wei gh adequately really the risks and
even the disconforts perhaps of doing it.

So, there is no question that sonme kinds of
studies call for inducenents or at |east require
i nducenents to get a |l arge enough sanple size, and the
guestion is--1 will state it as a conclusion--I think
what we would allow for consenting patients, we would not

all ow for children, because they can't make that

j udgnent .

Secondly, we are a little worried about whet her
the noney really will go to the benefit of the child
al so.
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DR. NELSON: If | could just briefly respond. |
think Normdid jump into B, which is appropriate, because
I would be as worried that the conpensation issue inpacts
on the parent's ability to judge the risk-benefit issues,
and if the IRB thinks it is an acceptable risk-benefit
issue, and if the parent thinks it is an acceptable
ri sk-benefit issue, it is unclear to me why you shoul dn't
give that many m | k shakes to a 3-year-ol d.

DR. FOST: Increases the risk.

DR. CHESNEY: Dr. Gor man.

DR. GORMAN: As long as we are in the world of
anecdotes, our |IRB recently approved a central study, and
at the top of our consent formit said about 30 centers
will be participating in this study, recruiting about
1,500 patients nationw de.

One human subject, after reading and approving
to go into--you know, signing the consent form called up
the IRB and asked for the list of the 30 centers. Wen
we inquired why he wanted that information, because he
had al ready enrolled in one, he wanted to bid his
services. He wanted to see if there was varying

conpensati on between the different centers, and since
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this was an inpatient study of some duration, it m ght
make sonme sense for them

They were doing their own cost-benefit analysis.
| feel, having sat in the room when the di scussi on was
about separating the assent fromthe conpensation, that
there still is an argunment. | understand the concern
about deception for children, but | think there is some
concern that you have to get an approval that you are
going to join the study and then decide on what the
benefits are nonetarily-w se past the token.

| don't find it a convincing argunent that you
have to tell everything to the patients, everything good
that is going to happen to them assunm ng the noney is
goi ng to be good, when you are giving them what you are
hoping to be infornmed consent, which is nostly risks,
telling them what could go bad.

DR. CHESNEY: Yes.

DR. SZEFLER: The rul es have changed, but in our
I RB, we have to lay out all the conpensati on ahead of
time, so it is right in the consent, and howit is
prorated, and that is going to cone from adults because

t he adults have done the sane thing you said, and now we
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have to kind of put that all out there.

So, when the patient or parent reads the
consent, it is all there in terns of the conpensation and
how it is going to be prorated and how it is going to be
done. They don't get it at the end. So, these are al
things that are done as part of the |IRB process.

DR. GORMAN: But in your |IRB, does the patient,
the pediatric patient read the consent or just the
assent ?

DR. SZEFLER: |f they are capable of reading the
consent, they read the consent, too, not just the assent.

DR. GORMAN: It is just the IRB | eaves the
conpensation out of the assent part. It's in the consent
part.

DR. SZEFLER: The assent is very sinmple. It is
just a few paragraphs just to make sure they have been
told it is our duty to tell them and the parent what the
study is about, and as | understand it, the regul ations
are becom ng nore and nore strict, that you have to sit
down and go line by line. This is what | heard at our
| ast meeting that you have to go line by line. It is not

just a matter of letting themsit there and read it all.
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Sone of these are seven pages.

DR. CHESNEY: Norm

DR. FOST: One point. |If you were going to give
t he noney or the reward, or whatever it was, after the
child consented or assented, then, we are not talking
i nducenents anynore. |nducenents, by definition, have to
be di scussed ahead of tine.

So, there is no need to have substantial or
worrisome anmounts in that case. You are just tal king now
about token anounts, gratuities, or ways of expressing
your appreciation.

DR. SZEFLER: Qur IRB is very nmuch agai nst
anyt hing that borders on the line of an inducenent. They
will | ook at those nunbers, and actually in our
situation, for procedures we do, and many of our
procedures are fairly uniform we have fixed costs that
don't vary between protocols, and our |IRB |ooks at those
very closely and says you have exceeded it, you have to
cut back.

DR. FINK: | think know edge of what may be
expected is also though one way of decreasing the risk.

Just at a clinical level, we give out stickers and

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



| ol I'i pops anytime the child has blood drawn or a flu
shot, and it nakes them nuch nore cooperative with the
clinic visit to know ahead of time that if they put up
with the flu shot or getting their blood drawn, they get
the sticker and the lollipop, which I don't know if that
is an inducenent or a reward, but it hel ps them cope
with the anxiety of the procedure, which is a positive

t hi ng.

| think in research studies, | amnot sure why
there shouldn't be sonmething simlar, that they should
know about it up-front, and if it helps with them cope
and assent to the procedures involved, | amnot sure what
is wong with that.

DR. CHESNEY: Dr. Walters.

DR. WALTERS: | think for both consent and
assent, the assunption is that the individual involved
can say either yes or no, and with adults, | mean it
seems as if we need to know what the whole deal is before
we say yes or no, and | really think the burden of proof
i's on soneone who says it ought to be different for

assent.

If a child can say no, then, the child ought to
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know what the whole deal is and then decide whether to
say yes or no. You could only trick the child once. It
woul dn't work after that. That is kind of a pragmatic
justification for being truthful the first tinme.

DR. FOST: | just renmenbered the other point.
One of the justifications that has been offered for
enrolling children in non-therapeutic studies is to teach
themaltruism You can't have it both ways. That is,
either we are basing this on contract or we are basing it
on altruism

So, | think if there is going to be a rule on
it, the rul emakers shoul d deci de which of these things
they think is the correct nodel for recruiting children.

DR. CHESNEY: | haven't heard any--to ne, the
issue is whether a child, who is 8 years old, can weigh
the gift or the inducenent versus, you know, whether they
are aware enough to wei gh one versus the other.

You made a very good point about the
11-year-olds being very realistic, it's ny time, and so
on, and | have done a study with teenagers, and they very
clearly were weighing it. | wonder, have any of you had

t he experience of working, doing a study in 8- or
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9-year-olds, where you felt that if you had offered them
more, they woul d have agreed to it than what you were
of fering? Yes.

DR. SZEFLER: The adults in particular have
become very shrewd, especially if you are doing rmultiple
studies in simlar nedications, and they weigh these
packages very carefully, and they will turn down one over
t he other and kind of shop around.

| woul d hope they don't do as much with
children, but children kind of pick up on these kind of
habits, too, unfortunately, nore so in the teenagers than
the 8- to 9-year-olds, but | think the rewards are part
of their--they come in many ways.

| think it is not just noney, it's certificates
and things that make them feel inportant, that they are
an individual that is contributing to an inportant study.
Sonetinmes the | evel of that significance is nore
i mportant than the nonetary in sonme of the children, but
t hey do wei gh those nunbers, and it conmes fromthe adults
unfortunately, especially in a center where there is
mul ti ple studi es avail able, they conpare cost and kind of

say, well, I got twice as nuch for doing that.
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That is one reason why in our center, we try to
bal ance those costs and base it on procedures and anount
of tinme.

DR. CHESNEY: Well, on Question A it seened
i ke we had agreenent on the second part, that the child
should be told up-front, that was an issue of respect and
trust, and so on. Are we in agreenment on that?

The first part, would conpensati on unduly
i nfluence a child's assent? Yes.

DR. KODI SH: | think we need to be cautious
about how we think about children maki ng deci sions, and
avoid imagining a situation where an 8-year-old is making
a decision in isolation. Eight-year-olds make deci sions
with the guidance of their parents, if they are making
decisions at all, or it is a general flaw in how we think
about ethics today, to think that people are
i ndi vidual i zed, atom zed deci si onmakers.

| just want to namke sure that we don't |ose
sight of the dialogue and the joint decisionmaking that
goes on | think in nost fam|li es.

DR. NELSON: To follow up on that, nmy difficulty

with the undue influence is really know ng what it neans,
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and | am not sure what it nmeans in the adult world. You
know, one hypothesis, given ny appeal to have data, |
won't suggest it as a conclusion, is it is as likely that
t he know edge of a parent's prior perm ssion for that
child to be enrolled in that study could be as
influential in an undue fashion against the child s own
assessnment of risk as any conpensation that you m ght

of fer.

So, we need to just be cautious about the
conclusions we draw in the absence of any data.

DR. CHESNEY: | think that is an excellent
point, and if | understood correctly, you are making the
sanme point that if a parent canme across very positively,
as Ellen does, for her children, and altruism and so on,
theoretically, it wouldn't matter if you offered them
$200, because they risk going against their parents if
they didn't agree.

So, that could be as or perhaps nore inportant
t han the physical conmpensation, if you wll.

So how do we answer that? Sone form of
conpensati on could unduly influence the child' s decision

whet her it was parental support or what have you.
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Dr. Gorman.
DR. GORMAN: | think the devel opnental stage of
the child becones inportant, as well. Adol escents, as

t hey progress, seemto have |less and | ess assessnent of
risk or less and less a realistic assessnent of risk, and
therefore, the nonetary rewards may becone a bigger

i nducenent, because their assessnment of their potenti al

ri sk goes way down.

DR. CHESNEY: Thank you. Have we addressed that
adequately, Dr. Mirphy?

DR. MURPHY: Yes. W wanted a general
di scussion of these issues, and that is really what we
are receiving. Thank you.

DR. CHESNEY: Part B. Does conpensation
conprom se a parent's perm ssion to allow participation
of their child in a clinical trial? How would the
nature, anmount, and recipient of the conpensation affect
t his decision?

Addi ti onal comments?

DR. NELSON: | think it is certainly a
possibility and particularly if they are concerned about

t he parents pocketing the noney that is intended for the
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child. Again, in the absence of data, but based on our
own bias, we had one study that went through our |RB
which was a tilt-table test for adol escents where we felt
that the child would be in a better position to say no
during the performance of the study, and that the fact of
conpensation in the presence of the parent, that of the
two, the parent would be nore likely to say keep with it,
Johnny, keep with it, you are going to get noney.

So, we actually excluded the parent fromthe
room during the conduct of the study, feeling that they
were actually a counterforce for protection. Again, no
data. That was our bias on that particular study. So, |
think it often could inpact on that perm ssion.

DR. CHESNEY: Dr. Luban.

DR. LUBAN: | would also like to point out that
not all studi es have conpensation attached to them and
if we end up mandating rules that include conpensati on,
we are going to cut out a |arge anount of good scientific
data collection that is exclusive of reinbursement to
kids or to famlies.

DR. CHESNEY: Thank you.

Dr. Clayton.
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DR. CLAYTON: | would just nake the point that
hi story teaches us, that parents do not always act in the
best interests of their children or even contrary to the
interests of their children, so it really seens to ne
that this is far the greater issue than whether the noney
is an inducenent, the noney, if it actually goes to the
child, is an inducenent to the child.

|, like Dr. Fink, have had the experience where
children feel better about stuff that they are averse to
happeni ng to them because they know they are going to get
a sticker or get a certificate that says you are a good
guy because you had your nose washed, or that they feel
better about being brave because they are doing
sonmet hing--1 mean | actually think that those sorts of
things, with the kinds of ampunts of noney that we are
tal ki ng about with kids usually, you know, are really far
| ess problematic than the concern that a parent, who is
not after all going to be the direct bearer of the risk
is going to let their child be subjected to sonething,
that if they were the one, they wouldn't do.

| have to say that as between A and B, B is the

big issue. | think Ais really very m nor by conparison
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DR. CHESNEY: Ben.

DR. WLFOND: | sort of agree with that, ElIen,
but I am al nost struck that the amobunt is nore inportant
than the recipient for the follow ng reason. Even if you
give the noney to the child instead of the parent, if the
amount was sufficiently large in terns of the parent's
deci sion, that would still be noney that they could
forego in ternms of otherw se spending on their child.

So, for exanple, even if you gave a very | arge
gift certificate to K-Mart, that benefits the parent in
the sense that now their child has gotten a gift that
they otherwi se didn't have to provide the noney for, so
really think that the issue is nore the anount than who
it goes to, because they benefit potentially both people.

DR. CLAYTON: | guess | really was saying that
because it seens to ne that no one actually seriously
considers giving |l arge anounts of noney to children. |
realize that children think that is utterly unjust, that
a big person gets nore nmoney than a little person does.
No one has a greater sense of justice than a child,
particularly when they are on the short end of the stick.

But | think really, you know, when we tal k about
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t he ampbunts of noney we give to children, they are al nost
al ways really pretty small, and the big issue with the

| arger sunms of noney is that whether we |like it or not,
they go to the parents. | nean that's it. The parents
get it, and that is where the inducenent and the
potential for abuse lies.

DR. MURPHY: Wbuld you clarify small anount of
noney?

DR. CLAYTON: Certainly the amunts of noney
that | have typically experienced being offered to
children are in the nei ghborhood of $10 to $25.

Adm ttedly, that is not so--

DR. MURPHY: Again, we are not going to conme out
and say you can only offer this nmuch. | just wanted to
gi ve you sonme background that we are receiving proposals
where it is not uncommon for the child to be offered a
$100 certificate and the parent be offered a $100 or $200
certificate, so that those anmpbunts of noney are being
of fered.

DR. KODI SH: And we do have evidence to suggest
that there $300, $400 is not at all uncomon, directed to

the child, but, of course, the parent is the one that
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gets the noney.

DR. CLAYTON: Really, the anount of nobney, |
mean the parent is going to get it, and I think we have
to recogni ze that parents are conpron sed deci si onmakers.
They are proxies, and we can't forget that.

DR. KODI SH: So, you just nmean it in the sense
that they get the check, they cash it, put it in the
bank, it goes on the withdrawal slip, that sort of thing.

DR. CLAYTON: They have access to it if they
want it.

DR. CHESNEY: | was thinking, Susan's exanple of
not giving sonething large in anount, but maybe a $10
gift certificate or a plastic airplane, for a good parent
who can't provide that thenselves, it seenms to nme they
woul d urge the child to participate because they fee
like that is a good thing, they are giving their child
sonmet hing that they wouldn't be able to provide them
t hemsel ves.

So, to ne, even that m ght unduly influence a

parent, | don't know.
Dr. Gorman.
DR. GORMAN: | am having trouble, and | have
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al ways had trouble with this child-parent divide. |
acknowl edge that | don't live in an ideal world, but the
concept of famly benefit is not exactly foreign to ne,
where a good thing that happens to one nenber of the
famly, if the nother wins the lottery, the child gets to
live in the new house.

| don't think that the concept of this divide
parent versus child is as dramatic as naybe we make it
soneti nmes.

In response to the small question, it depends on
what we ask the children to do. |If you are going to do a
year-| ong anti depressant study, and you are going to give
a child $300 for 50 visits, and God knows how many EEGs,
MRl s, and whatever, | would say that you are not
appropriately valuing their tinme or risk.

I f you are tal king about an antibiotic study, a
PK study for one day, and you are talking about $300, I
again don't think that is terribly inappropriate, and I
don't see why, and maybe this particular pediatrician
really rankles at the fact that we get paid |l ess for

doi ng exactly the sanme stuff as big people doctors.

| don't think our patients should suffer under
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t he sanme injustice.

DR. CHESNEY: Dr. Kauff man.

DR. KAUFFMAN: | was just going to say that
i nducenents conme in many forns, and sonetinmes we are
surprised. There is currently a study going on in
infants, first year of life, at our place, and they
t hought that to avoid inducenent, that each nmonth when
the child comes in, they would give the parent a nonth's
supply of disposable diapers as a nice token thing. It
woul d benefit the child and the famly in general, and so
forth.

It turns out parents kill for disposable
di apers. It is an enormous inducenent. How could we
have known?

DR. CHESNEY: Any other comments? Do we have a
consensus on this? Does conpensation conprom se a
parent's perm ssion to allow participation of their child
inaclinical trial? Yes.

How woul d t he nature, anmount, and recipient of
t he conpensation affect the decision? It seens to ne if
the recipient were the parent, that that would definitely

af fect the deci sion.
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Dr. Nel son.

DR. NELSON: It sounds to ne |like there m ght be
sonme general agreenent anong those with | RB experience,
that you try and structure the cash in a way that the
parent is conpensated for their expenses.

Now, parental tine | think is a difficult issue,
but at |east for expenses in that the parent shoul dn't
earn noney out of putting their own child in a project,

t hat somehow t hat conpensation of tine should go to the
chil d.

How you actually get that to happen in a way
that the parent can't then undo, if we don't want to be
in the business of policing, | think is an open question,
and whether gift certificates are any better than giving
a check or giving--cash obviously would be easier, et
cetera--those are separate questions, but certainly
trying to structure it in a way that it is clear that the
child should be reinbursed for participation or should be
conpensated for participation in a way that is different
than just the parent's expense in bringing that child to
the study, | think is the way that we generally try to

approach it.
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| have no data to know whether it works.

DR. CHESNEY: Dr. Edwards.

DR. EDWARDS: | think if one | ooks at the
statistics in ternms of the studies that are being done in
nmedi cal centers and studies that are being done in other
pl aces, a decade ago they were al nost all being done in
academ c centers, and now | think it is about half and
hal f .

So, | guess one question that | have, as |
listened to all this, is are we continuing to be ivory
tower, are we |ooking at what it is in the real perfect
worl d, and we are being so ivory tower that we are
continuing to do the right thing, but in the neantine,

i ncreasi ng percentages of the studies are being done in
scenari os, you know, maybe 75 percent, next 10 years,
maybe 100 percent.

So, are we going to take these very inportant
and very ethical and inportant discussions, are we just
going to raise the bar in the academ c centers, so that
we are going to totally put ourselves out of business, so
that all the studies are being done at other places that

aren't junping these bars.
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DR. CHESNEY: A point well taken. | think
several people have nmentioned or raised the issue of
whet her these new recomendati ons shoul d be across the
board as opposed to just academ c centers.

Yes, Dr. Clayton.

DR. CLAYTON: | wanted to respond to Dr.
Nel son' s poi nt about conpensating parents for their tine,
and say that | actually think that there is a strong
argunment that can be nmade that some conpensati on ought to
be made.

| remenber the comrent being nmade earlier in the
day that there are issues about whether you give the
woman who i s an investnent banker nore noney than you
gi ve sonmeone who wor ks at Burger Doodl e.

| nmust say that it is particularly the parent
who wor ks at Burger Doodl e who I am nost concerned about,
because it is really clear that if nomis an investnent
banker or a general pediatrician or whatever, that she
has sonewhat nore flexibility in arranging her life to
get the kid into the study, whereas, if you work at
Burger Doodle, first of all, taking tine off is hazardous

to your job and other things.
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| would say that | would argue pretty strongly

that at least--and | realize that this offers an el enent

of inducenent that we may be worried about--but the idea

t hat peopl e whose lives are already fairly stressed,

not only the child, but also the parent needs to be

t hat

maki ng sort of this altruistic gift to the greater good

is alittle bit unreasonable, it seens to ne.

So, | would argue pretty strongly that at | east

sonme sort of conpensation ought to be available for tine,

and | amparticularly interested that it be tagged at
| evel of those who don't have a job |ike m ne.

DR. CHESNEY: Dr. Walters.

DR. WALTERS: | just wanted to observe that
anal ogous probl ens exist in other bionedical spheres.
The bi ddi ng on human egg cells has been in the news
during the past nmonth or two in particular, but even
before that, the Anmerican Society for Reproductive
Medi ci ne was debating what it is that a woman is
conpensated for in receiving whatever the nunber of
t housands of dollars is for one cycle of hornonal

stimul ati on and one group of harvested egg cells.

We have simlar issues with the plasm
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coll ection system and whether it is possible to have it
be totally w thout paynent.

| think more and nore people are rethinking the
i ssue of whether there should be any kind of recognition
of fam lies who donate organs through tax credits or some
ot her mechani sm

So, this is not a unique problemto bionedical
research involving children

DR. CHESNEY: Thank you.

DR. SZEFLER: Just one point that | was going to
add, because we keep kind of tal king science, and the
science is only relevant in discovery. As we cross the
bri dge of making this kind of testing, not only a science
to get the new information for |abeling, but it becones a
requi rement, there conmes a time when there is changes in
formulation and just a required | evel of testing where it
is not science anynore, it is part of the business
package.

So, there is a difference in terns of what would
be consi dered, and we avoid nention of science versus a
requirement in terns of |abeling, and I don't think we

have separated those out enough, and kind of said where
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did those bridges and that kind of separation get
crossed, because | think the spirit of the Acadeny of
Pediatrics and the drug | abeling was to advance the
science, and the inducenment and the carrot is to the
i ndustry, and you can see that as a reflection of the
types of products that are com ng in.

They are the products that have the nost to
gain. | think where we have seen sone |ack of product
com ng to us, ones that are off patent, and those need
information, but then there is going to conme a tine where
it is going to beconme a requirenent, and that no | onger
IS science.

| don't think we can put the position of
altruism |It's only altruismfor a conpany who isS going
to make a profit, and there is no profit-sharing, and
that is an issue, | think, that you brought up, where we
are tal king about genes and who has got ownership, and
t hose kind of things.

| think the sane issues are going to conme up in
this area, and I am not sure how to westle with that,
because if the conpany is going to be required, they are

going to have to do the studies, and if they recogni ze a
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profit, they are going to be willing to offer nore, and
how do you stop that. |If they decide |I need 10 nore
children to conplete this study in two nonths, they are
going to be willing to give nore noney because their
profit margin is there.

It is not so much whether we do it, it is how
are we going to stop it from happeni ng, and | think,
Ral ph, when you showed your advertisenment there, those
are the ones we cringe to think about, where ads cone,
you know, we need children. | think those are where the
science gets soiled, and | think those are the kind of
t hi ngs that you are asking questions about, and | don't
t hi nk we have addressed that for you, where do we draw
t hose |lines, because | think there are costs that we can
sit back and say we are confortable with in terns of
rei mbursenent, but then there are a |layer of costs that
then start to becone inducement, and I am not sure, how
we put that into |legislation or guidance.

| think that is what you are asking in these
guestions, at least that is what | sense.

DR. CHESNEY: That is a very good point. That

is going to be a real challenge for IRBs five years from
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now when every drug has to be tested, and there aren't
enough children to go around, and we want the
information, but the only way to get it is to pay nore.

DR. SZEFLER: | think one category of drugs that
we are facing--and Steve nentioned it before--is
anti hypertensives. There are so many drugs that are a
big profit in terns of hypertensi on managenent, but
hypertension is nore of a prevalent problemin adults,
but yet the exclusivity provides a margin of profit in
drugs that may not be extensively used in children, so
t hose i ssues are going to becone nore preval ent.

That is why | was interested in the
opht hal nol ogy question, and | think you answered it by
saying that this is a relevant drug in a pediatric
popul ation or otherwise it could be used to do pediatric
studies in a population where it is not relevant, but yet
it provides guidelines for use in a small popul ation, but
you answered that by saying it would be used in the
popul ati on.

So, | think we have to be very careful about how

much of a requirenment is made and that inducenment.

DR. CHESNEY: Excellent point.
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Dr. Danford.

DR. DANFORD: It does raise one other question,
and that is will we be dealing with a particularly
at-risk population, the offspring of enployees of
phar maceuti cal conpani es, as these issues cone up, Wwll
their parents be offered inappropriate inducenments or
carrots and sticks that we would rather not have them
of fered, and how can we address that.

DR. CHESNEY: Your benefits depend on how many
of your own children you enroll.

Dr. Fink.

DR. FINK: | think the question should be
br oadened because | am worried that conpensation w |l
affect parents' consent for their children, but | think
we al so maybe shoul d broaden the question to say w |l
overconpensati on of researchers potentially influence
whi ch studi es they choose to participate in and push,
because | think there is an equal risk that institutions
and researchers may junp on those studies that are not
t he best science, but that reinburse the |argest anount,
and therefore, not necessarily the best science or the

nmost needed studies will be perfornmed, but the best
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funded studies wll be performed first.

DR. CHESNEY: Di anne, you are going to have to
have a | ot nore neetings to sort sone of these out.

DR. SZEFLER: Just one additional coment |
m ght nake, we seemto kind of be tal king about the drug
and then the study design, and then the risk-benefit
anal ysis, and perhaps maybe the regul atory authorities
m ght be thinking that maybe in children, it needs the
reverse process, that whoever is proposing the study
justifies a need in the pediatric population, and then
buil ds the opposite way to say this is an area of need,
this is why, these are the statistics, whether it is
taste or cost, and then kind of builds to the
justification of the protocol design.

| have read hundreds of protocols, and they
generally start out by tal king about the drug and why you
want to study the drug, and then build into the protocol,
and then there is a paragraph at the bottom al nost
towards the end, that tal k about risk-benefit analysis,
and maybe we need to be thinking of the reverse in the

invitations to do the studies.

The way the IRB |l ooks at it, it would certainly

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



aj h

woul d ease our job if those kind of things were |aid out
to us rather than we have to think about it, make the
deci sions, and then make the separation.

DR. CHESNEY: Dr. Walters.

DR. WALTERS: \What the |ast few coments have
suggested is the broader context, and | think it is not
limted to the commercial sphere. | have sat on data
nmonitoring commttees for nmulti-center trials, and each
center participating has contracted to recruit a certain
nunmber of patients to participate in the trial, and we
al ways are quick to identify the | aggards, those who are
falling below their recruitnment goals.

We crack the whip and say if you don't neet your
recruitment goals, then, clearly, the funding agency is
going to have to adjust what you are receiving for your
participation in the trial.

So, there can be a variety of influences on
researchers that can be passed on into their consent
transaction or assent transactions with candi dates for
participation in the trials.

DR. NELSON: It strikes nme that there could be

sonme room here for perhaps a gui dance docunent. For al
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I know, there may well|l be one, but since |I don't know al
of the guidance docunents that exist on appropriate
recrui tment techni ques, for exanple, on our IRB we would
not allow an investigator to recruit fromfam |y nenbers
or colleagues or children of famly nenbers that are
within their division or section.

The argunent there is that that is not
voluntary, it mght be informed, but it is not voluntary
consent. Although that would not have the force of
regul ations, it mght be an arena for a gui dance docunent
that would sort of stipulate sone of these ground rul es.
I don't know if something |like that currently exists or
not .

DR. CHESNEY: Susan.

MS. KORNETSKY: | think |I started this norning
by tal ki ng about the need for guidance docunents for
IRBs. VWhat | see will probably happen after this
di scussion, | think a lot of these issues are going to
fall to IRBs to deal with, and I think the better
educated they are, and the guidance that they are given,

I think the better off we will all Dbe.

DR. CHESNEY: Thank you.
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Dr. Gorman.

DR. GORMAN: | think we have had a somewhat
useful exercise trying to build sonme case law into
general guidelines, and knowi ng how ny own | RB has
devel oped over the years--1 don't own this IRB, this is
the IRB 1 sit on--we have generalized, and hopefully,
maybe this will be the algorithm we use as we go into
pl acebo-controlled trials the next time where we wll
start to devel op sone case | aw where we hopefully can
general i ze under guidelines, which |I guess was the object
of today.

DR. CHESNEY: Dr. Miurphy, do you have any ot her

gquestions of this--present conpany excluded--erudite

group?

DR. MURPHY: No. | did want to--I am
exhausted--1 did want to thank the participants
sincerely. | know that many of you have been wondering

why you were here today, now, what are we going to do
with this information.

Before | do that, | did want to take the
opportunity to thank Dr. WIlfond, Dr. Hirschfeld, Dr.

Roberts, Drs. Tenple and Behrman, who have partici pated

M LLER REPORTI NG COMPANY, | NC.
507 C Street, N E.
Washi ngton, D.C. 20002
(202) 546-6666



aj h

in collecting opinions and expertise to put this neeting
t oget her.

We are | earning about our cases, but | also have
to tell you that in trying to protect the innocent and
redacting these cases, sonetines we may have
over-elimnated information, but we do appreciate your
struggling with sone of the generalities because we did
want to use, as we said, actual situations.

This has been a very, very hel pful discussion,
and what are we going to do with it. One of the things I
have tried to make clear is that we really are not
anticipating rul emaking. That was not why we had this
meeti ng.

We were anticipating that we wanted--first of
all, I think clearly stated there are so many things that
i mpact a decision, and ethical decision, that it would be
I think hubris for the FDA to say we are now going to be
the regulators of ethics. That really was not the intent
here.

VWhat we wish to do is to continue to use the
systens that are in place. What we will do is we wll

review the discussions that we have had. We normally
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filmour Advisory Commttees, but we particularly are
planning to use this filmfor internal education and to
devel op this whole process as to how to approach these

i ssues, both within the FDA, because nuch of this is new
for many of our reviewers also.

We want to devel op and enhance the educati onal
activities, if you will, with our IRBs. W have had a
conmuni cation alnost two years in the process to try to
devel op sonme coments to the IRBs, at a m ninmumto nake
them aware of the trenmendous activities that are going on
inthis field and sone of the issues that we have seen
addressed today, with OPRR, establishing and conti nuing
our communi cations with them and with our sponsors, wth
the industry that we regulate as to ongoi ng conversations

with where we are in this process.

This commttee will continue to play a pivotal
role in that we will be com ng back to you, as | said, to
di scuss pl acebo-controlled trials. We will be taking the

information that you have di scussed today and hopi ng that
we can get all of the commttee back, that we don't have
to go through the education process, because we really

felt that part of what we were doing today was educati ng
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us and the commttee into how you woul d approach sone of
t hese issues, and we will use this discussion to go
forward with the discussion on placebo-controlled trials.

W Il we devel op a guidance for IRBs? GQuidance,
as you heard, doesn't have regul atory enforcenent power,
but it does have trenendous effect, and |I think at this
point, we are really not ready to do that.

We are sinply trying to get forth to, if you
will, reviewers, to industry, the issues that we see
com ng forth because of the trenmendous activity in this
field. After we have expl ored many of these topics, wll
we be able to incorporate some of this into sonme of our
gui dances? We woul d hope so, but whether we will design
a separate guidance, | would say at this point the answer
woul d be no.

Can we incorporate aspects of these issues?
Certainly I know that the |ICH docunent that we are
working on with Steve does address sone of these issues,
and we are al so developing a pediatric clinical trials
gui dance that we may wi sh to incorporate sone of these

di scussi ons and conments.

| thank you very rmuch for your discussion here
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and | ook forward to seeing many of you on the sane

wavel ength, if you will, ethical discussions of pediatric
trials.

Thank you.

DR. CHESNEY: | also thank you all very, very

much for your comments. The greatest fear of sitting
here is worrying that people won't say anything, and you
certainly did. That was not a worry.

Thank you.

[ Wher eupon, at 5:20 p.m, the proceedi ngs were
recessed, to resune at 8:00 a.m, Tuesday, Novenber 16,

1999. ]
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