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PROCEEDI NGS
MORNI NG SESSI ON - ETHI CAL | SSUES
Call to Order/Introductions

DR. CHESNEY: Good norning and wel cone to what we
| ook forward to be a very, very interesting two days for
very different subjects.

Just a coupl e of housekeeping issues. The first
one i s when you turn on the m crophone by pushing the green
button, if you could please give your nane before you ask
your question or make your conment, which nmakes it easy for
the person who is transcribing the information.

I would like to start by having everybody
i ntroduce thensel ves and naybe we could start down at this
end with Dr. Rodriguez.

DR RODRIGUEZ: | amBill Rodriguez. | am
currently a pediatric science/director adviser at the CDER,
and hopefully trying to work in the pediatric initiatives.

DR. MJURPHY: | am Di anne Murphy. | amthe
Associate Director for Pediatrics at the Center for Drugs.

DR. ROBERTS: Rosenary Roberts. | am a nenber of
the pediatrics team

DR GELLER: Barbara Celler. | ama Professor of
Psychi atry at Washi ngton University in St. Louis.

DR. LUBAN. Naom Luban. | ama pediatric
hemat ol ogi st/ oncologist. | have a primary interest in
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transfusi on nedicine, and | am Prof essor of Pathol ogy and
Pedi atrics at George Washington practicing out of Children's
Hospi tal .

DR. SANTANA: | am Victor Santana. | ama
pedi atric oncologist fromSt. Jude's Children's Research
Hospital in Menphis, Tennessee.

DR. FOST: Norm Fost, pediatrician, Director of
the Medical Ethics Programand chair the IRB at the
University of Wsconsin in Mdison.

DR. RODVOLD: Keith Rodvol d, Professor of Pharnmacy
Practice, Colleges of Pharmacy and Medicine, University of
I1'linois at Chicago.

DR. HUDAK: | am Mark Hudak. | am a neonat ol ogi st
and Professor of Pediatrics, University of Florida at
Jacksonville.

DR. NELSON: Robert Nelson, | ama pediatric
critical care physician at Children's Hospital,

Phi | adel phia, and | amthe Director of their Research
Regul atory Affairs O fice.

DR. CHESNEY: Joan Chesney. | am Professor of
Pedi atrics at the University of Tennessee in Menphis, and
also in Academ c Affairs at St. Jude.

M5. PETERSON: | am Jayne Peterson. | amthe

Executive Secretary of the Pediatric Subconmttee for FDA
DR. FINK: Bob Fink, Professor of Pediatrics and
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Pedi atri c Pul nonol ogy of Children's National Medical Center
i n Washi ngton, D.C.

DR FUCHS: Susan Fuchs, Associate Professor of
Pedi atrics, Associate Director of Pediatric Emergency
Medi cine at Children's Menorial Hospital in Chicago,
[1linois.

DR GORVMAN: Richard Gorman, Cinical Professor of
Pedi atrics at the University of Maryland and in private
practice in Maryl and.

DR. DANFORD: | am Dave Danford. | ama pediatric
cardi ol ogi st at University of Nebraska Medical Center and
Creighton University in QOmha.

DR O FALLON:  Judith O Fallon, Professor of
Bi ostatistics at the Mayo Clinic, group statistician for the
North Central Cancer Treatnent G oup.

DR. WOLFF: Peter Wl ff, Chair of The Children's
Hospital, the one in Boston, of the |IRB.

DR WLFOND: Ben WIlfond. | ama pediatric
pul nonol ogi st at the National Human Genonme Research
Institute, where | amalso the Associate Chair of the |IRB,
and al so a nenber of the Bioethics Departnent.

DR. WARD: | am Bob Ward, Professor of Pediatrics,
University of Utah, and a neonatol ogist, and | chair the

Committee on Drugs for the Acadeny of Pediatrics.
DR. SPIELBERG  Steven Spielberg. | am head of
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8
Pedi atric Drug Devel opnent at Johnson & Johnson representing
PhRMA.

DR. KAUFFMAN: Ral ph Kauffrman. | am Professor of
Pedi atri cs and Pharmacol ogy at the University of M ssouri at
Kansas City, and Director of Medical Research at the
Children's Hospital in Kansas City.

DR BOTKIN: | am Jeff Botkin, Professor of
Pedi atrics and Medical Ethics at the University of Ut ah.

DR. CHESNEY: Thank you very much.

I would Iike to introduce Di anne Murphy who
everybody knows al ready, Associate Director of Pediatrics
for the Center for Drug Eval uati on and Research.

| amsorry. Jayne has to give the Conflict of
Interest Statenent. M apol ogi es.

Conflict of Interest Statenent

MS. PETERSON. The foll ow ng announcenent
addresses the issue of conflict of interest with regard to
this nmeeting and is nade a part of the record to preclude
even the appearance of such at this neeting. Based on the
submtted agenda for the neeting and all financial interests
reported by the subconmittee participants, it has been
determ ned that since the issues to be discussed by the
Subconmittee will not have a unique inmpact on any particul ar

firmor product but, rather, nmay have w despread
inmplications to all simlar products, in accordance with 18
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USC 208B, general nmatters wai vers have been granted to each
speci al government enpl oyee participating in today's
nmeet i ng.

A copy of this waiver statenment nay be obtained by
submtting a witten request to the Agency's Freedom of
Informati on O fice, Room 12A30, of the Parkl awn Buil di ng.

Wth respect to FDA's invited guests and guest
speakers, Dr. Ral ph Kauffrman, Dr. Steven Spiel berg, and Dr.
Robert Ward have reported interests which we believe should
be made public to allow the participants to objectively
eval uate their coments.

Dr. Kauffman would |ike to disclose that he has
grants with Bristol-Mers Squibb and is involved in research
for Bristol-Mers Squi bb, Astra, Zeneca, Janssen, Merck,

R W Johnson, and Aventis, and is a scientific adviser for
Bristol - Mers Squi bb, Johnson & Johnson, and for Purdue
Phar ma.

Dr. Spielberg would like to disclose that he is an
enpl oyee of Johnson & Johnson. Dr. Ward would like to
di scl ose that he owns stock in Ascent Pediatrics and
Viropharma. He has grants with Weth-Ayerst, Novartis,
Ascent Pediatrics, Aventis Pharmaceuticals, and Sepracor,
and he recei ves consulting fees from Janssen Pharmaceutica

and is a scientific adviser for McNeil Consuner Products.
In the event that the discussions involve any
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ot her products or firns not already on the agenda, for which
an FDA participant has a financial interest, the
partici pants are aware of the need to exclude thensel ves
from such invol venent and their exclusion wll be noted for
t he record.

Wth respect to all other participants, we ask, in
the interest of fairness, that they address any current or
previ ous financial involvenent with any firm whose products
they may wi sh to comment upon

Thank you.

DR, FOST: Joan, | thought | had sent it in. | am
a consultant to the PowderJect Vacci ne Corporation.

MS. PETERSON: Thank you.

DR. CHESNEY: Any other additions?

[ No response.]

DR. CHESNEY: Dr. Dianne Murphy will give us our
m ssion for this first session.

Wel comre and Revi ew of Meeting Agenda/
Background I nformati on and Overvi ew

DR. MJURPHY: M tasks are three this norning,
first, to wel cone you nost sincerely. W appreciate the
t hought ful comments that | know we will receive today, as we
did in Novenber.

Secondly, is to go over how we hope the day wi |
progress, and, thirdly, is to provide an introduction to the
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et hi cal discussion that we will have this norning.

[Slide.]

During the norning and early afternoon, we wll
address the ethical issues attendant in the conduct of
pediatric clinical trials, utilizing the placebo armin the
trial design.

W are very fortunate to have, not only the
majority of the ethicists who participated in | ast
Novenber's Advisory Commttee neeting, which | will update
you on in a nonent, but also to have additional expertise
wi th us today.

| would Iike to recognize Dr. Barbara van Zw et en-
Boot, who is the Efficacy Coordi nator of the Medicines
Eval uation Board in the Netherlands and the Vice Chair of
the Efficacy Working Part of the Commttee of Proprietary
Medi ci nal Products.

W would also like to recognize Dr. Charles
Weijer, who is a bioethicist and Assistant Professor of
Medi ci ne at Dal housie University, Halifax, Nova Scotia, and
Prof essor Francis Crawl ey, Chairnman of the Ethics Wrking
Party, European Forum for Good Clinical Practice and a
menber of the Ethics Wrking Goup, Confederation of
Eur opean Specialists in Pediatrics.

We sincerely thank you for being here with us this
nor ni ng.
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| have already been asked if the exanples that you

have been sent are real cases, and the answer is yes. As we
did in Novenber, we have tried to bring to you issues that

the FDA is dealing with today, yesterday, and tonorrow, and
we will speak a little bit nore just before we go into the
guestions as to how we would |ike you to think about them

[Slide.]

So, why are we here? As of Septenber, the FDA
under the Food and Drug Mbderni zation Act, Section 111, has
been actively involved in issuing witten requests for
products to be studied in chil dren.

| wanted to provide you a quick overview as to
what that neans. That neans that we have issued 157 witten
requests that would involve 332 studies. W anticipate
approximately 85 percent of these studies have or will be
conducted after discussing this with the various sponsors to
whom t hese written requests have been issued.

That neans that at |east 282 of these studies
shoul d be conducted. W know that of these studies that we
have asked for, 164 of those specify the nunber of children,
the remai nder do not. O those 164, the m ni num nunber of
children who woul d need to be enrolled in clinical trials to
conpl ete these studies would be 20,000 chil dren.

[Slide.]
So, that was really a variation upon the thene
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about why we were here in Novenber. | wanted to quickly
bring the conmttee up to date as to the results of their
di scussion in Novenber, so that we can use that as an
i ntroduction, if you will, to our process today.

The question in Novenber fundanentally was shoul d
children participate in clinical trials which will not
provide a direct benefit to the child, or the other way it
has been phrased is should nornmal volunteers participate in
pediatric trials.

[Slide.]

This is, just so everyone will know, that we have
been busy since the |ast neeting. The consensus statenent
that was derived fromthe discussion, which | have three
slides on this, for a day-long discussion with wonderful
give and take, and controversy and thoughtful ness, and we
have managed to conme down to what we think is a consensus
statenent of what was said at that neeting, which is that,
in general, pediatric studies should be conducted in
subj ects who may benefit fromparticipation in the trial.

Usually, this inplies the subject has or is
susceptible to the di sease under study, and the Advisory
Committee utilized a broad definition of potential benefit,
for exanple, any child has the potential to benefit froma

treatnent of otitis.
[ SlIide.]
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In general, children who can give assent should be
enrolled in a study in preference to, or prior to, children
who cannot give assent. Careful consideration nust be given
to the inportance of the potential benefit of the study. 1In
certain circunstances, the potential benefit that may be
derived from studyi ng children who cannot give assent may
override the preference for enrolling assenting children
first.

[Slide.]

The third point which we felt was a pretty
uni versal consensus was that the FDA shoul d adopt the
princi pl es described in Subpart D, Additional Protections
for Children Involved as Subjects in Research. The bl ue
part is where it is in the Federal Register.

Thi s recomendati on was al so endorsed by the
Aneri can Acadeny of Pediatrics and PhRVA. Note that the
Pediatric Ethics Working G oup agreed that it is appropriate
for FDA to consider adoption of a simlar statenent, and a
conm ttee has been established to address this issue.

[Slide.]

The group that is involved in this, just to give
you an idea of the breadth of the involvenent at the agency,
i nvol ves sonebody from Anti-Infectives where we al ways

classically, traditionally had a nunber of pediatric trials,
the Pediatric Team the Ofice of the Chief Counsel, the
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Regul atory Policy Staff, individuals from Oncol ogy D vi sion,
the Ofice of Regulatory Affairs, the Ofice of Science
Coor di nati on and Conmuni cati on, sonmebody from our Devices
Center and our Biologic Center, in addition to the D vision
of Special Investigations.

[Slide.]

At this point, this group is working to
i ncorporate the principles of Health and Human Services’
regul ations into 45 CFR Part 46, Subpart D, and they are
diligently working to coordinate with HHS in the Ofice for
Human Research Protections to ensure a consistent
i ntegration of standards at this point.

[Slide.]

Now, | thought of all the things | could say to
bring us to the issue of placebo-controlled trials. | think
sonmetines revisiting history and telling a story nay be the
best way to bring us to our discussion this norning.

An exanple | amgoing to take is froma book by
Thomas Maeder on Adverse Reactions witten in 1994. The
first sentence in that book says, "The Study of
Chl oranpheni col is the study of nodern nedicines.”

When you read this book, the entire book is
basi cal |l y about the story of chloranphenicol. You could

list statenents directly out of it, the majority of them
and apply themto today. Many things are very simlar.
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Thi s product was the wonder drug of its time with
few side effects thought to be attendant to it. As a matter
of fact, that was one of its inportant characteristics. It
was one of the first oral broad-spectrumantibiotics, and
was available to treat nmany di seases that did not have
appropriate or a therapy as useful as far as admnistration
- typhoid, typhus, and gram negative and H. flu neningitis.

At the tinme of its approval, the risk-benefit
bal ance was very nmuch on the side of the benefit of this
therapy. After approval, it was associated with a rare but
fatal henolytic adverse event, aplastic anem a. Later, it
was shown to cause gray baby syndrone frequently resulting
in death in infants that were treated.

This was | ater shown to be due to the immuaturity
of the liver and its inability to nmetabolize the drug, so
that bl ood | evels reached basically toxic levels. At the
time, this therapy, treatnent of antibiotics including
chl oranpheni col were a recommendati on by the American
Acadeny of Pediatrics and ot her professional groups
including for the treatnent of a premature infant who was
born after 24 hours of rupture of menbranes because of the
high nmorbidity and nortality that was associated with that
group at that tinme.

[Slide.]
In an effort to try to define what was happeni ng
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once cases began occurring, a trial was designed. That
trial was |led by Dr. Hodgman and her coll eagues at a
university in the West, established a research protocol
according to which, for one year, from March of 1958 to
February of 1959, all premature infants delivered at the
hospital 24 or nore hours after rupture of nenbranes woul d
be assigned to one of four experinental groups. Renenber,
it was considered that this was a group at high risk for
norbidity and nortality.

One group was to receive no antibiotics. This was
not the standard of care. The next group was to receive
i ntramuscul ar injections of chloranphenicol, the third group
was to receive procaine penicillin and streptonycin, and the
fourth group was to receive all three antibiotics.

The groups w thout chl oranpheni col are G oups 1
and G oups 3.

[Slide.]

The experinental protocol was reviewed by the
hospital research coormittee. The only objection at that

time was whether or not it was ethical to include a "not
treatnment” group, which by prevailing standards woul d
subject the infants to increased risk

[Slide.]

This is at the end of the study. |If you renenber
now it is a year |ater, February 1959, 126 newborn infants
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were enrolled in the experinment, of which 52, or 41 percent,
had died. This was high.

The death rates in Goups 1 and 3, those given
either nothing or penicillin and streptonycin, were 19
percent and 18 percent. In the chloranphenicol group, 60
percent died. Anobng those given chloranphenicol and the

other antibiotics, the death rate was 68 percent.

[Slide.]
Sonme peopl e found the experinent ghostly."™ This
is all quoted. "Even in days when inforned consent and

patients' rights were not issues they have becone today, Dr.
W deman of Al abama wote that their study was one of the
nost horrifying exanpl es of professional m sbehavior he had
ever encountered.”

[Slide.]

"Dr. Hodgman 35 years |ater herself says that Dr.
Wdenman is right. W had a goal when we started; we were
going to study X nunber of babies. But it was becom ng
obvi ous that chl oranpheni col wasn't good for these babi es.
We di scussed stopping the study early, and the decision was
made that unl ess you have convi nci ng evi dence, nobody is
going to believe you."

This is one of the questions that we are going to

be asking you to address today, which is use of data and
safety nonitoring boards or other nechanisns to ensure the
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safety of the children in these trials.

[Slide.]

In 1972, Dr. Hodgnman was criticized by Senator
Edwar d Kennedy for her human experinentation and conpared
her to the investigators in Tuskegee, Al abama, who had
knowi ngly wi thheld treatnent from 400 bl ack nen with
syphilis. At first, oddly enough, she was criticized for
wi t hhol di ng needed drugs fromthe high-risk infants in the
no treatnment control arm but after the Senator's staff got
the facts"--1 am quoting--"she was criticized for
adm ni stering chl oranphenicol to the two test groups.”

| have gone through this because | do believe at
the end of the day that we will not have a consensus. |
believe we are here for a discussion.

[Slide.]

Because | think it is still critical to realize
t hat unl ess you have convincing evidence, nobody is going to
bel i eve you, how do we do that in a way that protects the
children who are enrolled in these trials?

Thank you. | look forward to your discussion.

Part 1: The Ethics of Placebo-Controlled

Clinical Trials in Children
Open Public Hearing

DR. CHESNEY: W don't have anybody who has
regi stered as wanting to comment, but this is tine if there
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I's anybody in the roomwho would |i ke to make a comment
concerning the issue of ethics of placebo-controlled
clinical trials, please feel free to come up to the
m cr ophone.

[ No response.]

DR. CHESNEY: | guess we don't have anybody who
does want to nmake a comment at this tine, so we will go
ahead and hear fromDr. Tenple, who is Director of the
Ofice of Medical Policy. W were provided several articles
by Dr. Tenple in our reading before this neeting, so we | ook
forward to hearing fromhimin person, an overvi ew of
pl acebo-controlled trial design: benefits and difficulties.

Overvi ew of Pl acebo-Controlled Trial Design:
Benefits and Difficulties

[Slide.]

DR. TEMPLE: | amgoing to tal k today about the
use of placebos in clinical trials in general, that is,

i ssues not particularly related to pediatric studies and
what the problens are with alternative designs |ike active
controls, and then tal k about sone study design

nodi fications that are conpatible with reaching a solid
concl usion, but that may nmake the trials nore confortable
when pediatric patients are involved or indeed when adults

are invol ved.
So, | will talk alittle about the ethical issues
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in general, problens with active control non-inferiority
studi es, and sone design nodifications that may hel p.

[Slide.]

| just want to keep three different cases in mnd
regardi ng the use of placebos, one, where there is no
avail abl e therapy at all, usually people don't object to a
pl acebo control; when there is well-established effective
therapy for the particular people involved in the study,
that is when the problemarises, and that is the situation I
am goi ng to discuss.

In adults at |east, use of placebo or placebo with
an active control, that is, three-armstudy, is generally
acceptable in synptomatic patients, but it is not acceptable
when denial or deferral of therapy |eads to harm I|ike death
or irreversible norbidity.

Whet her that sane conclusion is equally applicable

to children where the consent process is different at | east

needs to be di scussed. | amnot going to discuss that, that
is for you, but it remains true for reasons I will explain,
that in many of these situations anyway, you still need a

pl acebo to have an informative study.
[Slide.]
But in that case, there may be study design

changes that will make the whol e thing sonmewhat nore
confortable, but still |ead to adequate data.
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Finally, a difficult problemand one that I won't
address in detail is suppose there is well-established
therapy in adults. | nean we know anti hypertensive therapy
is good for adults, but not children, and the therapy is
potentially |ife saving.

Wien is it legitinate to test those outcones in
the new group in the face of the known adult benefit, that
is, there may be very strong prior? Again, | think that is
a big problem but | amnot going to have that nuch to say
about it.

[Slide.]

The debat e about placebo has hinged on the
foll owi ng question: Wen there is known effective therapy
for a condition, is it or when is it ethical to deny this
treatment to sone patients in a clinical trial?

This question arises at |east partly because of a
phrase in the Declaration of Helsinki, 1975 version, that
says in any nedical study, every patient including those of
a control group, if there is one, should be assured of the
best proven diagnostic and therapeutic nethod.

Now, what exactly that nmeant has been considerably
debat ed, and you woul d have thought it should matter what
condition is being treated.

[Slide.]
Sonme peopl e, notably Rothman and M chaels writing
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i n about 1975 in The New Engl and Journal contend that the
Declaration has to be read literally and absol utely, and
therefore, the condition being treated is irrelevant, and
Dr. Rothman says this explicitly.

So, he thinks there can't be placebo-controlled
trials involved in this because we have a treatnent in
seasonal allergic rhinitis because there are |ots of
anti hi stam nes, headache, because we have |ots of drugs,

I nsomi a, anxiety, outpatient depression, obsessive
compul si ve di sease.

Unfortunately, the phrasing in the Declaration
woul d bar any trial, even active conparisons, when there is
a known existing therapy because the people random zed to
the new drug aren't getting the best avail able therapy, so
it seens unlikely that they could have neant that literally.

What they said they neant when they added that
section is that they wanted physicians participating in
trials to be aware that there is a patient in there, and
that if they need therapy, they are supposed to get it. It
is not clear that they neant that there shouldn't be any
nore placebos, and they certainly didn't suggest that in any
of the comrentary.

[Slide.]

A recently accepted I CH guideline called "E-10"
says essentially that patients can be asked to participate
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in placebo-controlled trials even if there is existing
t herapy when the risk of lack of treatnment is only
di sconfort.

Now, people will have their limts on how nuch
di sconfort feels good. Patients in a trial obviously have
to be free to leave it at any tinme w thout penalty, and the
exanpl es given in the docunent, it is actually beyond
devel oping, it has now been accepted by all three regions in
the ICH generally, this applies to nost psychiatric
conditions, such as outpatient depression, OCD, panic
di sorder, anxiety, angina, and a | arge nunber of other
synptomati ¢ concl usi ons where therapy is not known to
| mprove out cone.

[Slide.]

Just quickly, there are a | ot of situations where
you can't use placebos, you can't deny people |ife-saving
therapy with thronbol ytics, beta bl ockers, aspirin post-
infarction, ACE i nhibitors in alnbst any situation involving
ventricul ar dysfunction, antibiotic prophylaxis in "dirty
surgery,"” and so on.

[Slide.]

Then, people get into argunents about whet her
therapy is in fact norbidity preventing or |ife-saving.

There is a current debate about the use of placebos in
trials in schizophrenia, whether you think a hypertension
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trial is okay probably depends on its duration.

There has been criticismin placebo-controlled
trials of the use of antienetics in severely enetogenic
cancer chenot herapy, probably because of fear that the
therapy won't be delivered appropriately.

You coul d argue about whet her thronbolytics should
be used after 12 hours. There is clear evidence earlier,
and whether aspirin is effective in primary prevention could
be the subject of a | ong debate.

[Slide.]

The question is why are they needed. It isn't
really placebos, it is really atrial that shows the
difference between treatnents as opposed to a trial that
fails to show a difference or it's perfectly okay to beat an
active treatnent, that's informative, or to show a dose
response, that's informative, too.

[Slide.]

The probl ens associated with trials designed to
show equi val ence, that is, that the new therapy is not worse
than the previous therapy or not worse by sone anount are
three. One, there is a historical assunption, that is, of
assay sensitivity. | will explain that further, but
basically, that is the assunption that the trial could have

di stingui shed effective fromineffective therapies.
Anot her problemis that there is sone |ack of
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incentive to doing a really good trial when the purpose of
the trial is not to show a difference, and sonetines trials
can get very large, but three is not the major problem
usually. It might be in the pediatric setting.

[Slide.]

These trials, the trials in which the goal was not
to beat the control group, but to show that you weren't
inferior to it, were once called equival ence trials. They
are now called non-inferiority trials because of increased
sophi stication about these things.

The nai ve approach was you conpare the new and the
control drug. |If there is no difference, you say, okay, the
new drug works. The problemw th that is that increase in
vari ance al one, such as naking the study too small, wll
create a success, so that is undesirable.

A nore sophisticated design is the non-inferiority
desi gn, which specifies as a null hypothesis the new drug is
inferior by sone margin called M and then test this
significantly. |If the 95 percent confidence interval for
t he upper bound of the inferiority of the newtrial is |ess
than M that is, if it couldn't be nore inferior than the
margi n, then, the null hypothesis is rejected.

It should be noted that if the confidence interval

is very wide, if you made your study too small, the study
will not declare non-inferiority inappropriately, so that is
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good. It solves the size variance problem but it does not
assure assay sensitivity.

[Slide.]

So, the fundanmental question in either equival ence
or non-inferiority trial is this: D d the active control
drug have an effect of the size expected in the trial that
was carried out? If it didn't, equival ence or non-
inferiority, by the expected anmount of that effect, is not
meani ngful .  The equi val ent or non-inferior drug m ght have
no effect at all.

[Slide.]

Assay sensitivity is the ability of a specific
trial to show a difference of a specified size between
treatnments, if there is one, and that can be affected by the
popul ation you put into the trial. Maybe these are non-
responders, for exanple. By the quality of the study, for
exanple, if no one takes the drug or if the therapies are
m xed up, you are not likely to show a difference, and if
the study is too small, but that is solved by the non-
inferiority design.

[Slide.]

It is worth noting that in a trial intended to
show a difference between treatnents, the assay sensitivity

probl em takes care of itself, at least froma regulator's
poi nt of view A successful trial did have assay
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sensitivity, a failed trial may or may not, but we don't
approve the drug by m stake, so we are confortable. The
t herapy, of course, is not available, and that is a possible
probl em

Many sponsors now in the situations where assay
sensitivity can't be assured i nclude an active control as an
i nternal standard. Then, you can tell the difference
between a failed study, that is, neither drug, control or
the new drug, was superior to placebo and a failed drug.

The control drug was superior, but the new drug was not.

[Slide.]

Renenber, in the superiority trial that is
successful, you have assured yourself of assay sensitivity,
but in a non-inferiority trial, assay sensitivity is not
directly nmeasured in the trial. That is, the trial does not
itself show the study's ability to distinguish active from
I nactive therapy, so you have to deduce the presence of
assay sensitivity, and you basically do that based on
hi stori cal experience showi ng sonething called sensitivity
to drug effects, which we define | think in a later slide as
hi stori cal evidence that, in general, good trials could
di stinguish active frominactive drugs.

In addition to that, however, one has to | ook very

closely at the study quality and particularly, inportantly,
you have to make sure that the current trial is very simlar
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to the trials that did show assay sensitivity in the past, a
probl em because nedi ci ne marches on, and you nmay not be able
to keep therapies the sane. Again, a three-armtrial is a
real ly good thing.

[Slide.]

So, sensitivity to drug effect is a historically-
based conclusion that properly designed trials with a
speci fic active drug or perhaps a group of related drugs
reliably show an effect of sone defined size.

Generally, you look at all the placebo-controlled
trials that you know about and see that they were
successful. Sensitivity to drug effects is an abstract
concl usi on about a well-designed trial, assay sensitivity is
a concl usion about the specific trial.

[Slide.]

If well conducted and desi gned pl acebo-controll ed
trials nore than occasionally show no difference between the
active control and pl acebo, perhaps w thout some good
expl anation, sensitivity to drug effects doesn't exist, and
one cannot conclude a new drug is effective froma non-
inferiority trial of simlar design and conduct.

[Slide.]

Sensitivity to drug effects is, as |I said, shown

by pl acebo-controlled trials, the situations in which it is
hard to show, that is, where trials regularly fail to beat



© 00 N oo o b~ w N P

W N B O © ® N o a~ W N B O

SN

30
pl acebo, are when the drug effects are snall to variable and
often when there is a substantial and vari abl e i nprovenent
in the placebo group, that makes life difficult.

[Slide.]

Anyway, bottomline, if you can't be very sure
that the positive control in the study woul d have beaten the
pl acebo group had one been present, the fundanent al
assunption of the positive control or equival ence or non-
inferiority study can't be made, and that design is not
usabl e.

[Slide.]

Just sonme exanples of situations. This is al
based on adult data, but it is equally true at least in
depression for children, current drugs |ack sensitivity to
drug effect. That is, good trials regularly don't show

anyt hing, usually for reasons we don't understand.

That is true in depression. It is true in
anxiety. It is true in denentia. It is true in synptomatic
congestive heart failure, perhaps surprising. It is

definitely true in seasonal allergies. GERD is notoriously
difficult to show anything on.

Most of the studies of post-infarction beta
bl ockade have failed to distinguish drug fromplacebo. It

is possible that is a matter of size, but nowadays wth
peopl e getting aspirin and then all kinds of other stuff in
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addition, it is very unclear what the effect size would be.
Post-infarction aspirin is widely accepted as bei ng useful,
but as probably everybody knows, the largest trial of that
intervention ever carried out in the United States failed to
show anything, in fact, leans slightly the wong way on
survi val

[Slide.]

It isn't that the controls aren't effective. W
know anti depressants, antilytics, antihistam nes, et cetera,
work. They are better than placebo far nore than the
predicted roughly 1 in 40. It is just that you can't
exactly define conditions in which they will always work.

[Slide.]

Now, having established that there is sensitivity
to drug effects and that you woul d believe that a study
m ght be successful, you have to choose a non-inferiority
margi n. Renenber, the whole point of a non-inferiority
trial is to declare that the new drug is no nore than M
worse than the old drug, so that is the margin.

The margin can't possibly be any larger than the
smal | est effect you are willing to presune the control drug
has in this study. That is as big as it can be. In fact,

i f you then excluded that nmargin, you woul d be sure that the

new drug has any effect at all, that is, is better than
pl acebo.
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Usual ly, in active control trials, people want to
know sonet hing nore than that. So, for exanple, in
thronbolytic trials, the Center for Biologic Evaluation and
Research concluded that at |east 50 percent of the effect of
the control thrombolytic ought to be preserved. So, their
margin was half of the effect size that they were pretty
sure the control drug would have. Anyway, that is plainly a
clinical judgnent.

[Slide.]

As | said, the margin could be the entire effect
or it could be sonme smaller part.

[Slide.]

Just to illustrate how this is done, on this axis,
| am showi ng the difference between the control drug and the
test drug, so that going up neans the control drug is
better. You can't probably see them but there are dotted
|l ines across ML, M2, and M). This slides needs nore work,
but anyway, ML here is the whole effect of the control drug
that you are quite sure fromhistorical experience the
control drug woul d have.

M2 is half that, and M) is supposed to go through
the zero line. That nmeans there is no difference between
the therapies. |If you weren't sure fromhistorica

experience that the control drug reliably could be placebo,
you woul d have to use M). That neans only superiority woul d
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be informative.

Just a couple of exanples. In this case, and
again this is the actual neasured difference and this is the
made- up confidence interval, in this case, the new drug is
non-inferior to half of the 50 percent margin, so that is
pretty good evidence that the new drug is effective. It is
definitely better than the M.

In case 2, the point estimate is a little bit
hi gher, so that if the margin was the entire effect of the
control agent, it would be an effective agent, but if you
had to preserve at |east 50 percent of the effect of the
control agent, this wouldn't.

The third case, the 95 percent confidence interval
is greater than the whole ML. That neans there is at | east
some chance that this drug has no effect at all.

The fourth exanpl e shows superiority to the
control drug.

The fifth exanple shows the effect of the large
variance. The point estimte actually favors the new drug,
but the confidence interval is outside of ML because it's
too small a study.

[Slide.]

Anyway, you have heard this. The assunption of

assay sensitivity is not necessarily true for all effective
drugs. | amjust going to illustrate with a couple of
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exanples briefly.

[Slide.]

The first slide shows all six trials of a new
anti depressant call ed nomefencine. W were still hiding its
nane at the time this slide was made. These are all three-
arm studi es. They have the nonmefencine, impramne, and
pl acebo, but I am not show ng you pl acebo yet.

You can see that some of the trials are fairly
small. These are the sanple sizes here. These are sort of
typical of the tinme in which they were done. These trials
here are very tiny. You wouldn't really expect nmuch from
t hem

What we are neasuring here is change in HAM D at
the end of four weeks, a fairly standard neasure, and these
trials were anal yzed using a common baseline for reasons |
won't get into.

What is inportant here is that the six trials show
absolutely no difference between the new drug and
i m pram ne. They are alnmost within a point of each other.
So, if you believed in equivalence trials, you would say,
well, this certainly shows it.

[Slide.]

The trouble is five out of the six trials had no

ability to detect anything, so that in Trial 1, placebo is
practically on top of the new drug and i m pram ne. The sane
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with the second trial. The sane with the third trial. The
pl acebo is actually slightly better.

Only this tiny little trial with seven or eight
peopl e per group had assay sensitivity, had sone ability to
di stinguish active drugs frominactive drugs, so the placebo
hardly changed from baseline at all, and the new drugs
wor ked | i ke gangbusters. The next two show nothing at all.

So, five out of the six trials were uninformative.
It doesn't nean the drug works, it doesn't nmean it doesn't
wor k, you just don't |earn anything.

[Slide.]

| went back over three years of psychotropic drug
experience a couple of years ago. Tom Laughren, who is
here, has done that nore recently. W get essentially the
sane results.

This is the rate of studies of reasonable size--
you will see the sizes on here--that failed to distinguish
active drug fromplacebo. In many cases, it is not that
they were near, you know, 0.07, it's that they didn't show
anyt hi ng.

So, 1 out of 3, venlafaxine controlled rel ease
failed. Five out of 10 mrtazipine, 1 out of 1 trazadone.
Some of these were the control drugs. Nefazadone, 3 out of

7 failed on nefazadone, actually, 3 out of 5 im pram ne.
Al'l of the flow release trials of buproprion fail ed.
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Probably the dose was a little low, but it was an effective
dose.

[Slide.]

The sane thing with antipsychotics, the sane thing
with OCD

[Slide.]

Simlar in panic.

[Slide.]

Just briefly, MIton Packer, Director of the
Center for Heart Failure Research at Colunbia, but he is
al so our advisory committee chairman on the Cardi orena
Advi sory Committee, |ooked at all the FDA reviews for
ef fectiveness in synptomatic heart failure.

What he found, four or five drugs, nost of them
ACE inhibitors, was that exercise tol erance seened to be
successful less than half the tinme. That is usually the
hal | mark. Synptomatic inprovenent arguably was slightly
better, but not consistently. Change in New York Heart
Associ ation class was not too consistent. d obal |ooked in
some ways nost prom sing, but these are all drugs that
unequi vocally are effective in heart failure. They inprove
synptons, they inprove survival, but it is not so easy to
show it. Al of these trials were large in the nei ghborhood

of 100 or nore per treatnent arm
[ SIide.]
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Just one nore point. | won't dwell on this, but
when you are showing to show a difference between two
t herapi es, you have to be on best concei vabl e behavi or
because many of the kinds of errors you m ght nake will
interfere with the ability to show what you want to show
because they will increase variance.

Sl oppi ness can obscure differences. Now, as |
said, the non-inferiority design is a protecti on agai nst
certain kinds of sloppiness, |like too small, but it doesn't
prot ect agai nst others.

[Slide.]

So, even if sensitivity to drug effects exists for
a therapeutic class, you can still undermine the ability of
the trial to have shown a difference if there was one by
such factors as poor conpliance.

[Slide.]

I f nobody takes the drug, you can't see a
difference. A population that tends to inprove
spont aneously, this may be the problemin depression where
peopl e are nuch better in the placebo group, or a popul ation
that is unusually resistant, use of concom tant nedication
that interferes with the test or that reduces the extent of
potenti al response, poor diagnostic criteria, that is,

patients don't have the actual disease, you can't show a
difference if they don't have it. |Insensitive neasures of
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drug effect. Poor quality of measurements, those m ght
i ncrease variance, it mght not, it is hard to say, and
m xing up the treatnments, you m ght |augh, but that has
happened. That guarantees success in the trial.

[Slide.]

In general, these factors that | listed don't
af fect variance, so they don't nake the confidence interval
wi de, but they can reduce or obliterate the active control
versus test differences, that is, they are biased toward the
null, which leads to false conclusions of non-inferiority.

It is worth noting that sonme anal yti c approaches
that are conservative in a different showing trial, |ike
intent to treat, are not conservative in a non-inferiority
trial.

[Slide.]

So, the things you ask about a newtrial are is
the design of this newtrial simlar to the trials that were
successful, is it the sane patients, are they treated the
sanme way, has therapy evolved in such a way as to nmake the
effect smaller, that is, is there any new therapy that now
has been added, and is the endpoint being neasured the one
in which the previous trials were successful.

[Slide.]

| think I will skip this. The main point here is
t hat because we are wei ghing historical evidence as opposed
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to measuring assay sensitivity in the inmediate trial, one
has to nake a conservative choi ce about the nmargin, and that
often leads to relatively |large studies.

That is not too big a problemin the adult
popul ation, but it m ght be considered a problemin the
pedi atri c popul ati on.

[Slide.]

Just sort of a final remnder. The |ack of a
difference or non-inferiority by itself does not show
anyt hing except non-inferiority. For the non-inferiority
trial to also inply effectiveness, which isn't actually
neasured in the trial, you need a critical additional piece
of unneasured information that is assurance that the active
control actually had an effect of the defined size in that
st udy.

[Slide.]

It is worth nmentioning that the assay sensitivity
gquestion arises when the intent is to conpare two drugs.
Unl ess one of the therapies is superior, in which case it is
informative, if the objective is to say this is just as good
as that one, you have the same probl ens.

[Slide.]

Just briefly, and then | will spend a couple of

m nutes on these. Even if a placebo-controlled trial is
ethical in a particular situation in adults, it may be
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unpl easant for people. They may not want to be in it. The
i nvestigators may feel unconfortable.

So, it is worth thinking about study designs that
are still ethically acceptable that m ght be nore appealing
than a sinple drug versus placebo, things one can do. This
is really inportant to later in the day.

The first situation is the add-on trial. | wll
go t hrough these quickly, and then I want to go to the
proximate. One is the add-on trial, and we will cone back
to that.

[Slide.]

Beating the standard is al ways good, and doing a
dose response study is informative. Sonetines you can carry
out a trial in a population that isn't known to benefit from
standard therapy or that has failed onit. | will come back
to that.

[Slide.]

One can build early escape provisions into the
protocol, so that patients not doing well don't have
prol onged exposure to an ineffective therapy. | will cone
back to that, and you can do a random zed wi t hdrawal st udy,
and I will conme back to that.

Coul d we do the proxi mate ones now.

[ SlIide.]
In a lot of situations, when there is known
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effective therapy, the only trial you can carry out
ethically is an add-on trial. You can't |eave ACE
inhibitors out of a heart failure regimen anynore, they
i nprove survival, so you can't |eave themout, but if you
have a new therapy, you can add it to the accepted therapy.

That invol ves random zation to the standard drug
plus the test drug or standard plus placebo, and you can
i ntroduce dose response elenents into it, and this gives
cl ear evidence of an effect, but unfortunately, no data on
nonot herapy. Still, you at |east know sonething which is
better than know ng not hing.

This is absolutely standard now in antiepileptic
pedi atric studies where it is generally felt that |eaving
patients untreated is not acceptable.

[Slide.]

The design here is very sinple. They are on a
standard therapy for sone period of time, or this could
ei ther be because they are on it already or because you put
themon it in the lead-in period, and then you randon ze to
the standard plus the drug, there could be several doses, or
standard versus pl acebo, and you show a difference between
these two, and then that works.

Soneti mes you can actually take the standard

t herapy away and observe what goes on then, and that is
sonetimes done in antiepileptic drugs.
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[Slide.]

It is sonmetinmes possible to study non-responders
to avail abl e therapy. That avoi ds denyi ng sonebody anyt hi ng
that they could use. It does give data on a different group
that may be | ess responsive to the therapy if it is of the
same pharmacol ogi ¢ cl ass, or they nay be non-responsi ve at
all.

Random zi ng these patients to drug or placebo does
gi ve you information about whether the new drug works. If
you really wanted to know whet her the drug was superior or
superior in non-responders, then, you would need to
random ze back to the drug they failed on or the new drug
and show superiority. The next slide shows that.

[Slide.]

An inportant el enent of design is studies that in
one way or another limt duration of exposure to an
ineffective treatnment. One general concept is early escape
or early advance.

Even if a placebo could be used in trials with
synptomati c therapi es because no harmw || cone to people,
prol onged treatment with an ineffective agent nmay be
unconfortable and you mght find that particularly true in
chi | dren.

One thing that trials can do is introduce an early
escape or an early advance if it is a crossover study, that
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i's, you nove to the next therapy in which patients failing
to inprove to sonme defined extent or who worsen at sone
specified time or at any tinme, are considered conpleters or
failures. Their |ast value can then be carried forward for
a conventional analysis or the ability to conplete can
actually be used as an efficacy endpoint.

That was actually the design used to study
vasospastic angina with nifedipine, the first approval for
that claim Nobody particularly wanted peopl e having
mul ti pl e epi sodes of vasospastic angina, so as soon as they
wor sened, even for a day, they were considered failures.

[Slide.]

Unfortunately, early escape in a conventi onal
trial may | eave too few patients treated for the duration of
i nterest, but you mght not |like the idea of a very |long
pl acebo-controlled trial in children or in anybody el se.

One renedy is the random zed withdrawal tria
proposed first by Amery in 1975 for angina trials. This is
a situation in which people are on the therapy of interest
for a long period of tinme and are seeming to do well, and
are then randomy taken off the trial.

This allows | ong-termexposure without |ong-term
pl acebo, and this, too, can have early escape provisions.

So, it gives information on |long-termeffects w thout |ong-
term pl acebo. You have to worry about the possibility of
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wi t hdrawal effects, narcotics or nitrates, or sonething like
t hat .

It is atrial that is enriched with responders.
Only people doing well and responding well are likely to be
in the trial, so it mght overestimate the effect in naive
patients, but it does give you evidence about effectiveness.

As | said, it can have early escape provisions,
and if there is an existing open protocol, it eases
recruitnment. In other words, if there is a | arge nunber of
people on this drug for one reason or another, and you want
to do atrial like this, and can convince people to be in
it, all the patients are there, you don't have to recruit
them over a long period of tinme.

So, the nifedipine trial that | described took
peopl e who are already on therapy. They were able to do the
trial in about three nonths, whereas, waiting for |arge
nunbers of people with vasospastic angina to show up in your
office could take a very long tine.

[Slide.]

The general design is people are on the drug and
they are random zed to either a single dose or several
different doses and to pl acebo.

[Slide.]

Anot her thing worth thinking about--and we do as
part of the Pediatric Rule--one mght ask a different
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question. Gven adult data, it may not be necessary to
carry out the sane trials in children. You have a strong
prior, if you like, and as you know, we are actually all owed
to believe the drug works the sane way in children as in
adults even if there is no evidence other than our own
belief or your own belief, so that a sinpler, shorter
question mght be better than that.

Just as an exanple, in hypertension, the typical
adult pl acebo-controlled trial, just to showthat it |owers
bl ood pressure, would run four to 12 weeks, would a one-week
trial in children suffice perhaps with a randon zed
wi thdrawal trial after a |onger period? After all, you are
fairly sure it is going to work.

In seasonal allergy trials, very large trials are
of ten needed because of variable pollen and possibly other
reasons, but we know that studies in Chanbers, in which an
antigen is induced, are usually nuch smaller and nmuch nore
sensitive, would that be sufficient in the antihistam ne
case?

Now, we have approved drugs w thout any studies at
all.

[ Slide.]

Coul d one suffice for a drug intended for |ong-

term anal gesic use in children even with a relatively small,
short study in adults given our know edge that the drug has
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| ong-term effectiveness in adults? All questions that need
to be answered case by case.

That's it. On sone other slides, which | won't
show, | had sonme exanples of trials that actually used sone
of these designs, but | think that is not the inportant
gquestion here, so | think I won't show them

Anyway, the active controlled trial is often
uni nformative, and that poses a real problem because it is
not a good thing to approve a drug when it doesn't actually
work. Qur hope is that we can have studies that are
i nterpretable and that yet feel confortable, and you wll
di scuss this much nore I know. Thanks.

DR. CHESNEY: Qur next speaker is Dr. Barbara van
Zw et en- Boot .

| nternati onal Perspective on
Pedi atric Pl acebo-Controlled Trials

DR. VAN ZW ETEN- BOOT: Good nor ni ng.

[Slide.]

First, if you will give ne two minutes, | will try
and show you where | cone from because | understand by now
that Europe is sonewhat difficult for nost people that are
not really living there and, even if you do, you still don't
understand it.

[Slide.]
Apart from having patients and the doctors and the
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pharmaceutical industry, there are, in Europe, three other
players in the field of |icensing drugs. The nenber states,
whi ch we, at the nonment have fifteen, as you know, and two
al nost, Iceland and Norway; the Conm ssion in Brussels who
is a kind of civil servant to the Europe that doesn't exi st
at the noment, but we do have to have civil servants; and
CPMP EMEA which is based in London and is the European
licensing authority.

For those products that follow the European route
or the central route, you have to go to London. If it is a
product that, for one reason or another, follows the
national route, you have to go to the nenber states.

So CPWP is the part where you go for a license and
they do the assessnent, at |east they are responsible for
the assessnent. CPMP consists of fifteen tinmes two persons,
SO every nenber state sends two persons. But you sit there
as experts and not as representatives of your country. And
there are two nore, one from Norway and one from I cel and.
And there is a chair which, at the nmonment, is Professor
Al exandre from France.

If you send in your license and your product
there, they will appoint two coordinators or a
rapporteur/co-rapporteur. They are responsible for doing

the assessnment. Usually, they fall back on the nmenber
states to supply the personnel to do that and it will be
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di scussed here in London. The EMEA is supportive, both for
the | egal support, logistics. They support in the neetings,
et cetera.

CPMP has a group of working parties, ad hoc or
standi ng working parties, and there is a group that is doing
scientific advice which, to sonme extent, is the sanme as you
do in phase Il or phase Il discussions with the industry.

Working parties are also comng fromthe nenber
states so you have fifteen official nenbers and a chair, and
a vice-chair in sonme situations. They are setting up the
policy docunents. The guidelines are com ng fromthere.
Usi ng the guidelines, you then can nmake your assessnent of
speci fic products.

That is where | conme from | work in The
Net herl ands. | work for the Medicines Evaluation Board in
The Netherlands but | am al so vice-chair of one of the
wor ki ng parties, the Efficacy Wrking Party, and an expert
to CPMC, so part of ny time, I will be in London.

In the working parties, we nmake European
gui delines and we are also involved in the internationa
gui delines, the ICH guidelines, that Dr. Tenple just has
been tal ki ng about and two of themare actually in the
handout that the FDA has given to you; E-10, which is the

choice of control, and E-11, which is the pediatric
gui del i ne.
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But all of this that we do here is we nake
gui delines. CPMP has no opinion. To nmake it a directive or
to have a directive, you have to go to the Commi ssion. If
the Conm ssion draws up a directive, then the nenber states
have to put that in law. So, what we do is guidance and
conpanies can follow it or not, although, if they don't,
they have to cone up with good justification. It is in
Brussel s that you can have the law. That is the difference
bet ween the two.

Then, at the nonent, they are working, for
i nstance, on the clinical-trial directive which tries to put
the GCP, good clinical-practice guideline, that we have nmade
for ICHin a legal framework because, at the nonent, in
Europe, it is just a guideline. But we want to have it in a
| egal franmework, so they are working on that.

At the sane tinme, then, they try to regulate nore
on the European I evel howto have clinical trials. But one
of the things that you see there is that they are very
careful not to harnonize ethics because it is thought in
Europe that ethics belongs to the nenber states. It is up
to the nenber state to see, in their domain, what is
et hi cal .

So there is no European harnonization or ethics

al though there are a | ot of discussions going on in Europe
about ethics. And that is where Professor Crawl ey cones
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from But | amhere. | amworking for the authorities.

[Slide.]

To show you that we have the sanme problens in
Europe as you have here, this is froma recent publication
in the British Medical Journal. It was a kind of survey
done in five pediatric clinics in Europe; Derby, which is
the U K ; Uppsala is Sweden; Marburg is Gernany; Bergano,
Italy; Rotterdamis The Netherl ands.

They, for a certain tinme, followed the
prescriptions that were given and, not surprisingly and nore
or | ess what you see, too, is that about 50 percent are
either unlicensed or off-label. Seven, alnost, were
unlicensed drug use so, apparently, there were experinental
drugs used, and about 39 were off-|abel use of drugs.

If you look into that publication, you will see
that the drugs that were prescribed and that were not off-
| abel for a huge nunber of prescriptions was parasitinals
which, and it is about two-thirds of the patients in these
clinics, but sone of themwere university clinics that
recei ved unlicensed or off-label treatnent.

So we have a problem here and we have realized it.

[Slide.]

So what are we doing? |In Europe, we are in a

somewhat different situation than you are because we have to
deal with various nmenber states. But what we have done up
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to nowis we had a European guideline which was witten, |
think, in '89 and we have updated that in 1997, put nore
enphasis on the need to do these kinds of trials, when to do
them howto do them W have, sonmewhat--in this guideline,
there was nore enphasis on the need for clinical trials than
you will see in E-11, to sonme extent.

And we gave sone gui dance what to put into the
SPC, which is your datasheet, if you have no trials done.
We, because the FDA had their own rules and Japan wanted to
have sone rul es of pediatrics, cane up with a discussion in
E-11. Dr. Spielberg is here and he knows nmuch nore about it
than I do. And it is in your handout. You can see what
ki nd of data were di scussed there.

At the same tine, in the EU we address certain
t herapeutic areas and we start up, now, to put in those
gui dances there, where it is relevant, some comments on the
clinical trials in children

But it is curious to see howdifficult it is to
get that starting. It is not only industry that does not
want to do it, it is also we, ourselves, the assessors and
the authorities that have to switch and have to start
thinking that it is really necessary, if there is a
situation where we ask it yes or no.

And then, because this is our old guideline, there
is a discussion starting now in Brussels whether or not we
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need to have sonething like a directive put in |aw, maybe
along the lines that the FDA has done here, or maybe
somewhat different. That has certainly not crystallized out
at the noment, but we are discussing it.

France has the presidency at the nonent for the
EU. W switch presidents every six nonths. France has put,
as one of the things that they want to acconplish during the
six nonths, that there will be some nore enphasis on
pediatric trials and they have circul ated a nenorandumto
that extent which is being discussed, | would say, in two
weeks tine.

Al'l of this, or nost of this, is about new
chem cal entities or a line extension to rel ease new
products. Wiat we still have to address actually will be
very difficult but that is sonething that you probably have
seen here also is what to do with the products we have
al ready |icensed, what kind of data do we need there, to
come up with evidence-based advice in the datasheet or SPC

[Slide.]

So that is where we are. Wat if you are going to
devel op a drug, then? The purpose of clinical devel opnent
in children, you may say that is self-evident. But what |
woul d Iike to discuss with you, or nmaybe in the discussion

for this norning, is that if you read E-11, one of the
basics there is what kind of data do you need, when. To
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what extent can you extrapol ate or not?

Is it always necessary, just like Dr. Tenple just
said, to have a full-blown programor not? | think that is
sonmet hing that we should take in mnd when you are
di scussing the need or not for placebo.

In the case--and this is, nore or |ess, comng
fromE-11--the disease is typical for children, the efficacy
and safety have to be shown. If it is a disease that is
only in children, like Lennox-Gastaut, for instance, if you
want to go to the antiepileptics or ADRS in premature
children, then you need to show it just |ike you have in
devel opnent in adults.

Usual |y, you can't extrapolate for adults because
they don't have that disease. So you need to have the whol e
devel opnent pl an.

I f, however, you have a disease that is the sane
in adults and children, the di sease process and t he outcone
Is the sane, then the focus of the clinical devel opnent
shoul d not be the whol e program but nuch nore what is the
effective dose or dose regi nen and what about safety.

The safety we are tal king about here is, then, not
only the safety that you see in adults but also the specific
safety focusing on children Iike growth, CNS devel opnent,

| earni ng, behavi or and naybe the endocri nol ogi cal process
when puberty starts--certainly, if you are tal king about CNS
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products this afternoon.

[Slide.]

In E-11, you will see that in the case where the
di sease is the sane for adults and children, sone
extrapolation fromadults to children nay be appropriate.
This, again, as Dr. Tenple said, will be on a case-by-case
basi s but the considerations you could have are the
fol | owi ng.

Sonetinmes, it could be done on pharnacokinetic
data provided that relation between bl ood | evel s and
efficacy is known. That is very difficult. W know, to
some extent, which dose or which blood | evels give an
effect. But whether or not that is the optimal is sonething
different. Dose-response data are usually very bad in a |ot
of situations.

But there is a way out if you can show that, then
you have pharnmacoki netic data, then you can extrapol ate your
data. You don't need to have, maybe, a clinical trial

If you don't, you could try and fall back on
phar macodynam ¢ data or studies with a surrogate endpoint if
you know that this endpoint is relevant for efficacy. So
maybe you coul d have tunor response instead of going all the
way down to the nortality rate if you know al ready that, for

that specific tunor, the drug is effective in adults.
O you could do, for instance, in asthm, FVEl
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trials as we do with sal butanol, or al buterol, as you cal
it here, instead of doing your full-blown clinical trials
and use that as an extrapol ati on provided that out of these
data, you get your dose reginmen data.

If not, you have to do clinical studies. But,
again, if you already know the drug works in adults, then
you mght be sufficed to have only one trial instead of the
usual program And, if that trial shows you what you
expected, then you will assume that the rest will follow,

t 0o.

But, whatever you do, you need to have adequate
safety data. And that may be a problemif you only want to
have phar macoki neti c dat a.

[Slide.]

The point is, if you do pharmacoki netics studies,
of course, you have advantages. Usually they are snall -
scale trials and, therefore, you have fast results. They
are sonewhat |arger than we have in the usual vol unteer
studies in adults because you can't run the sane trials.

But you usually have data fromvarious children together to
get your tine curve. It can be done.

But there are di sadvantages that nmaybe you shoul d
consi der when you try to go that way instead of having a

pl acebo-controlled trial. One, and that is certainly a
problemin Europe, is the fact that pharnacokinetic studies
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are usually done in a non-therapeutic setting.

We have addressed that point in the DSCP guideline
for those of you who want to see it there, but this is an
i ssue in Europe. In ny own country, in The Netherl ands,
there has been, | think, a twenty-year debate in Parlianment
on the law that would regulate clinical trials in humans.
This was one of the big issues; can you have a trial in
vol unteer children that are healthy or at |east don't
benefit fromthe drug they get.

In the end it was yes. | know fromny German
col | eague who told nme that it is not allowed in Gernmany. So
it is not easy to go this way if you cannot do the trials
because you need separate studies.

Clinical studies, the | arge advantage, of course,
is that you get clinically nmeaningful results. You can
interpret it and you can use it in the clinical practice.
You have conparative safety data which makes it nmuch easi er
for us to understand what the safety problens are, and you
do it in a therapeutic setting. For one reason or another,
that is easier to do than in a non-therapeutic trial. You
shoul dn't m sunderstand it. This is really a big problem
for us.

The di sadvant ages, of course, are the |arge

nunbers. It is a slow process and a choi ce of conparator.
[Slide.]
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There we cone, then, in the problemof the
pl acebo. This is fromE-10 and it is nore or |ess already
di scussed by Dr. Tenple. |If there is no standard treatnent
avail abl e, you can do a pl acebo-controlled trial although,

i n some situations, you nmay choose for a no-treatnent
control which we see in oncology a | ot because the schene,
the dose reginen, is so difficult that it is easier to have
not a placebo but a non-treatnent control.

Sonetimes, what we ask for is superiority over
best of care so everybody gets best of care and you are sure
that your drug is better than that. There is always the
possibility of a dose response. W show that a high
concentration or a high dose of the drug is better than the
| ower dose but it may be di scussed whether or not a | ow dose
has not the same ethical inplications as the placebo does.

The other is that if standard treatnent is
avai l abl e, what are we going to do then. That has just been
di scussed by Dr. Tenple. You can try to do a non-
inferiority versus standard but then you need to know
sonet hi ng about what he called assay sensitivity, what in 11
is called historical evidence of sensitivity to drug effect
whi ch means that you should be quite sure not only that the
standard works but that it works in clinical trials and is

al ways, or nost of the tinme, different from pl acebo.
If you don't know that, you cannot set your
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margin. |If you cannot set the margin, you cannot do
equi val ence or non-inferiority trials because the results,
you don't know what to do with them You can't interpret
t hem

The problem here is in children that we just have
said that nost of the drugs are used off-label. W know
that they work, or we think that they work, or at |east they
are used and may be standard therapy. But there may be a
| ack of good data to know what the effect size is. |If you
don't know the effect size, again, then you run into
troubles with setting your margin.

It may be that the margin is set in such a way
that you run into the placebo and, therefore, show that your
drug may be as effective as the active control but also
woul d have been as effective as placebo if placebo was used.

So there is a very big danger in doing that. And
you can only do it if you have sufficient data to justify
it. If that is inpossible to do, and it mght be in nore
cases than we think, then we conme to the superiority versus
the standard which we always wi Il accept, all of us.

Provi ded that there are no safety risks on the other side,
we will allowit.

If not, then we are back to placebo. As Dr.

Tenpl e already has said, there are a variety of possible
pl acebo-control | ed designs which mght help to resol ve sone
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of the ethical issues, at |east nmake it nore acceptabl e.

The other note is that placebo control, sone
people seemto think that if you give a placebo, you don't
do anything at all. But that is not true. Seeing the high
pl acebo effect in a lot of trials that | got in, sonetines
up to 60 to 70 percent, placebo m ght be a good drug.

But it is not only that. It is also the placebo
control doesn't inply the use of rescue nedication or
pal | i ati ve nmedi cation, depending on the situation, cannot be
considered. O course, you can give norphine in an oncol ogy
trial. So it is not that the patient is not treated. He is
not treated for that specific area where he is ill

[Slide.]

So where are we? As far as | can see, certainly,
the disease is not the same as for adults. Ethical and
nmet hodol ogi cal considerations are the same for adults and
children. Even if efficacy is denonstrated in adults, if,
therefore, efficacy in children m ght be expected, you need
to some sonet hi ng about assay sensitivity or historical
evi dence of sensitivity to drug effects.

It is an awful sentence, but that is the way it
was defined in the E-10. You need to know it because,
ot herwi se, you can't draw a conclusion fromyour trial in

the case that a clinical trial is considered necessary. The
need for a placebo has to be justified but, also, the need
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for an active control. Always, and it not only for
children--it is also for adults, but, certainly in children,
you have to justify your clinical-trial program

But if, on nethodol ogical grounds, it is said that
you need a placebo and that it is the only way to cone to a
conclusion, then I would say that it woul d make the
acceptance of the placebo higher. There is no | aw agai nst
pl acebo use in therapeutic trials in the EU.  There is in
some nmenber states a | aw agai nst non-therapeutic trials, in
gener al

[Slide.]

| have picked up two exanples, just to give sone
flavor of what we are talking about. This is from our own
dat abase in The Netherlands. Actually, we have, the |ast
ten years or so, accepted about seven new antiepileptic
drugs, three of which have no clinical data in children, but
we are running trials, at the nonent, so | left them out,
whi ch gives us four.

You can see that it sonmetines takes a long tine to
go through a process. Here you see a drug that was |icensed
for adults in 1991 and the children's studies came in 2000.
We licensed it in 2000. It took ten years to review the
evidence, and | can tell you the drug was used for a |ong

tine.
What you al so see is that nost of the trials are
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done as an add-on. There are very few nonot herapy studies,
only, in this case, we had the nonot herapy study agai nst
phenytoi n and, because of the results, we allowed that as a
nonot herapy claim But nost of themare in the add-on
situation which is a good situation to show an effect of the
drug but doesn't help you nmuch further if no further studies
are done.

What you al so can see is that not only for typica
sei zure types, like Lennox-Gastaut, placebo-controlled
trials were done but also for the partial seizures with or
W t hout generalization even though there is a discussion
whet her or not the partial seizures you see in children are
the sane as the partial seizures you see in adults.

One of the reasons for that probably is that if
you are in an add-on situation, you already have two or
three antiepileptics and you add your test drug,
phar macoki netics will not help you because it has becone
much too difficult to understand what you are doing and,
therefore, you get in your placebo-controlled trials.

Now, | realize, this is becom ng controversi al
This | picked. | must say, this is a typical Dutch exanple.
It is certainly not a European exanple, but it helped to
make a few points |ater.

Qitis nedia--this is a quote fromthe Association
or Society of General Practitioners in The Netherlands who
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make their own treatment algorithm and they say that the
treatment is synptomatic in all children. That neans you
give parasitiml and anticongestants if you want, except for
children less than six nonths old and chil dren--you nay
start antibiotics if, after three days, the synptons
i ncrease or the children are not inproving.

But for the usual situations, the GPs start with
synptomatic treatnent. This is based on the placebo-
controlled trial in 1981 fromthe Dutch GP centers and this
is a very |large observational study where they found that
nore than 90 percent of the children could do w thout
antibiotics and were i nproved after three days

This is fromhere, I would say, and woul d show
that there is a huge debate going on, at |east at that tine
and | got the inpression this norning that it is still going
on. The reason | gave this exanple, even | know it is
difficult to do here.

[Slide.]

It is because if there is one area where you could
maybe extrapol ate on pharmacokinetics, it should be the
anti biotics because you know the bacteria it affects and you
know there is a relation between the dose or the bl ood
sanpl es and the blood | evels and on the effect, and ny

colleagues in that field tell me you even can predict PK/ PD
However, if you do that, you have to know for sure that the



© 00 N oo o b~ w N P

W N B O © ® N o a~ W N B O

SN

63
same bacteria or the sanme strains are in the adults and the
children, and in this case, apparently, that is not so.

You al so need to know that it is relevant to treat
that group with antibiotics, and as | said, in this case,
where 90 percent of the children apparently could do
W t hout, you have no assay sensitivity, and therefore, it
m ght be difficult to do it wthout placebo.

A third point I would Iike to make is that there
was a huge willingness of parents and doctors for this kind
of trials. The placebo was a reasonable large trial, and
t he observational studies were al nost 5,000 kids, so
apparently, if you tell themwhy we do it, we can do it.

[Slide.]

The conclusion, this is a quote actually froma
French docunent that is now circul ating, because as | said,
they have taken initiative, and they said that the use of
pl acebo in children raises no nore ethical problens than in
adults. The use of the placebo, or in brackets, reference
product facilitates rigorous evaluation of the effects of a
product. It is, in fact, the absence of the evaluation that
shoul d be seen as unethical.

Thank you.

DR. CHESNEY: Thank you very much.

We have 10 m nutes now for the Conmmttee to ask
questions of both Dr. Tenple and Dr. van Zw et en- Boot .
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Yes, Dr. Nel son.

Questions fromthe Subcommittee

DR. NELSON: A question for Dr. Tenple. The
threshold that you offer and in your slides for a placebo to
be considered is when the wi thhol ding of the effect of
treatnment would not result in either death or irreversible
norbidity.

My question is whether you believe E-10 di scussed
that issue in the context of pediatrics, and if not, whether
it would be appropriate to tackle it in E-11.

DR. TEMPLE: | don't think E-10 really did
consider it. It presuned infornmed consent. That was an
i nportant part of its consideration. |Informed consent is
clearly a different animal in children. So, | think E-11
probably does need to discuss it, but E-10, | don't believe
di d.

DR CHESNEY: Yes.

DR. WARD: For Dr. Tenple. You proposed using
crossover when there was a failure of effect, and how woul d
you handl e that statistically, would you then use intention
to treat and | eave the patient in the original assignnent,
or would you consider that failure of the original treatnent
to be an endpoint?

DR. TEMPLE: Well, you can do either of those
things. In the exanple I didn't show, in the nifedipine
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vasospastic angina, they count it as an endpoint, inability
to conplete the one-week trial, and you saw a difference in
nunber who conpl et e.

You woul d al so, however, carry the | ast
observation forward and do a sort of conventional analysis
if you all owed people to | eave after a certain period of
time. | think either could work. There is not so many
illustrations as one mght |iKke.

DR. CHESNEY: Dr. Wl ff.

DR WOLFF: This is a naive question to you for ny
information. |If there is effective standard treatnent, why
woul d one under any circunstance want to--given also the
limtations of the non-inferiority design--why would one
even engage in such studies other than to put new drug on
t he market?

DR. TEMPLE: Well, that is an inportant reason,
but there are reasons to have nore than one exanple of a
particular drug. | mean in the antibiotic area, for
exanpl e, each of the drug classes has its own toxicity, and
you mght well want to know whether a drug with different or
| ess toxicity worked.

Just a classic exanple. Wen there were only
sedati ng anti hi stam nes around, you m ght want a non-

sedating antihistamne in children, so they don't sleep
t hrough their cl asses.
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Many, many exanples. For exanple, the new
anti depressants do not differ in effectiveness fromthe old
antidepressants. They differ markedly in the side effects
and tolerability. The sane for the new atypica
anti psychoti cs.

There is often reason to have nore than one
treatnment for sonething.

DR. WOLFF: But that goes into superiority,
doesn't it?

DR TEMPLE: No, even if it's--well, it is
superior in tolerability, but the new antipsychotics and

anti depressants are not superior in effectiveness to the old

ones.
DR. CHESNEY: Dr. Spiel berg.
DR SPI ELBERG  Just a brief comment on Dianne's
comments on chl oranphenicol. | think that story has to put

us in awe and make us renenber just what we do not know at
any tinme about biology and nedicine, but |I think there are
several nore nessages in that story that need to be put into
this mx.

The first is what was going on at the tinme that
the clinical trial was going on. 1In fact, chloranpheni col
was being rapidly introduced into therapy in nurseries al

around the country, particularly at university nedical
centers, which thought they were smarter than the non-
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university centers, so that there was a trenmendous anmount of
non-control |l ed use goi ng on.

In fact, one of the classic epidem ol ogy studies,
whi ch was published just about the sane tine that the
controlled trial cane out, showed that at one university
hospital, nortality had gone up dramatically conpared to
non-university hospitals in the same community as a result
of the introduction of chloranphenicol.

The second thing was the conventional w sdom was
pen-strep, and that study showed that, in fact, pen-strep
was no better than placebo, which nmade us rethink the entire
I ssue of how to manage babies with premature rupture of
menbr anes and how t o begi n approaching therapeutics in that
setting i n a sonewhat nore rational way.

So, that study had a lot nore richness in it than,
in fact, just that issue. But if we fast forward, then, how
we woul d do that study today, which I think is what we need
to think about, 1960, in order to neasure a chl oranpheni col
| evel, you needed 25 ml of blood. WelIl, you know, think
about the circulating volune in a baby. You couldn't have
real |y done pharnmacoki netics back then.

Today, we woul d have done a non-therapeutic single
dose pharmacokinetic study to figure out what the right dose

of chl oranphenicol was in the first place, and then if we
engaged in a clinical trial--and we will talk about it |ater
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--we woul d have used data safety nonitoring boards because
we are starting off with unknown therapy in a very conpl ex
setting. It would have been a very different kind of study.

In fact, when | see that study sort of getting, if
you will, bad press, to ne, it is a paradigmof what could
have been done in the 1960s, but al so points out just how
much progress we have made in trying to do these kinds of
studi es today, in fact, back then, | think with the ethical
deci si ons, probably m ght have gone to a pl acebo-controll ed
trial even in that setting.

Just one nore anecdote. | was involved in one
pl acebo-controlled trial, sonething that shoul d have been
obvi ous and safe. It was a study of Vitamn Cin
cystinosis. Sonebody had shown in vitro quite clearly that
ascorbic acid decreased the cysteine content of fibroblasts
fromthese children. Everybody said it's unethical to do a
pl acebo-control | ed study because, after all, Vitamn Cis
safe, we weren't going for megadoses of Vitamn C

Wth the data safety nonitoring board, with the
pl acebo-control | ed study, the study was stopped because the
children on Vitamin C were going into renal failure faster
than those on placebo for reasons we don't understand, but
again that tells us we need to be in awe of biology and

nmedi ci ne.
DR CHESNEY: Dr. Kauffmn



© 00 N oo o b~ w N P

W N B O © ® N o a~ W N B O

SN

69

DR KAUFFMAN:  Just to follow up on Dr. Spiel berg.
| have a question for Dr. Tenple and then a conment.

You enphasi zed t hroughout your talk the efficacy
side of the coin and the inportance of placebo or controlled
studies for efficacy. To what extent are placebo controls
or sone type of control inportant for safety eval uati ons?

DR. TEMPLE: To assess the rate of some event, you
need either an active control whose rate you are pretty sure
of, or once again, a placebo. |If you don't, the fact is
many of the so-called safety studies in pediatrics are just
open trials, and the only choice you have is to attri bute
everyt hing bad that happens to the drug, which may not be
the right conclusion. It is hard to think of what the
alternative is.

Sonetinmes the desire is to show that a particul ar
drug |l acks a side effect that another drug has. In that
case, all of the sanme kinds of thinking applies. That is a
study with a hypothesis is, as a general matter, failure to
show a difference is uninformati ve unl ess you know that the
control would have had that effect.

For exanple, if you wanted to show that Claritin
or sonething like that is non-sedating in children, you
really do need a sedating antihistamne to conpare it with

and show a difference. |If nobody gets sedated, that just
m ght mean that that was not a sl eepy population. So, the
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sanme ki nd of thinking.

DR, KAUFFMAN. O kids don't get sleepy.

DR. TEMPLE: O kids don't get sleepy at all,
right, so it may not be an advantage. Once again, you need
t he positive control in that case, the drug that causes
sedati on serves as your placebo. It's the internal
st andar d.

DR. KAUFFMAN: | wanted to follow up on the
wi despread of f-1abel use that Steve referred to in the
chl or anmpheni col study, because that has bothered nme for a
long tine and I amnot alone, | don't think.

That is, it is fairly conmon in pediatric nedicine
that a drug is adopted into w despread off-|abel use across
the pediatric age group, becones accepted in the pediatric
practice community sort of as, quote, "the standard of
care,” but it is off label, and then we cone al ong and say
we need a study.

What are the ethical inplications of taking an
accept ed, non- FDA- approved, non-| abel ed, but accepted
treatnment and then trying to enroll kids into a fornmal
pl acebo-control | ed study or sone other type of controlled
study to evaluate that drug after it has cone into
w despread use? There are just dozens of exanples of that

in pediatric medicine. |It's a practical issue, too.
DR. TEMPLE: And it is a form dable problem One
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possibility is the random zed wi t hdrawal study. For
exanple, if you think drug whatever is an effective
anti depressant, not that depression studies in children have
been very successful for the nost part, but if they did, you
coul d take people who are being treated with whatever the
anti depressant people think the standard is, and then
random zed to a new anti depressant or placebo, with the
early escape provision being that as soon as depression
rears its head, the children would be out of the study, they
woul d escape.

That isn't exactly what you wanted to know as far
as the treatnent of acute depression goes, but it would give
you sone indication that the drug is active in that setting.
Whet her that is sufficiently nore confortable to all ow
peopl e to engage in that study is sonmething that I am not
fit to answer, but people here probably can.

DR. CHESNEY: | think we could take one nore
bur ni ng question and then we need to nobve on.

Dr. Spi el berg.

DR. SPI ELBERG  Just a good exanpl e of that
situation, Ralph, that sounds trivial, but it really had a
big effect on pediatric practice, was a placebo-controlled
study of what we were all doing back when in treating

otitis, which was to use pseudoephedrine and anti hi stam ne
combi nati ons.
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A pl acebo-controlled trial was done which showed
that, in fact, those drugs really did not help, and that was
trenmendously inportant because in practical practice, we
were always telling parents you have to go hone and you have
to give this drug plus the antibiotic. There were
t herapeutic and conpliance issues associated with that.

The practice was dramatically changed overni ght
when those studi es canme out and people no | onger were
writing for those products. So, even though it was standard
of care and everybody knows that, in fact, it turned out to
be wong, and practice changed as a result of it.

DR. CHESNEY: Thank you. That rem nds ne of the
mst tents in cystic fibrosis.

| think we need to nove on. Qur next speaker is
Dr. Charles Weijer, who is a bioethicist and Assi stant
Prof essor of Medicine at Dal housie University in Nova
Scotia, and he is going to talk about the ethical concerns
in pediatric placebo-controlled trials.

Et hi cal Concerns in Pediatric Placebo-Controlled Trials

DR. VEIJER  Thank you very nuch

[Slide.]

| have been interested in the issue of the ethics
of placebo controls and the ethics of random zed controll ed

trials for sone tinme. | trained at McGIIl University with
ny nentor, Benjam n Freedman, whom sone of you may know as
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really one of the founding figures in the ethics of
random zed controlled trials. So, some of the ideas and
criticisns that | amgoing to talk about today are Benjie
Freedman's work, and much of themrepresent work that we did
in collaboration, and a snmall portion of it is my own.

| feel a bit unconfortable up here actually. |
was asked to give a talk on the ethics of placebo-controlled
trials, and | see that Dr. Tenple has already given us a
| ecture on the ethics of placebo-controlled trials.

Believing that there is value in diversity, and so
on, | think you will find that sonme of ny views of the
ethics of clinical research are perhaps at variance with Dr.
Tenpl e' s vi ews.

Let me set a broader framework here in terns of
how we actually think about the ethics of clinical research.
One of the founding docunents that we continue to rely on in
research ethics is a docunent produced in the |ate seventies
by the U S. National Conm ssion for the Protection of Human
Subj ects of Bi onedi cal and Behavi oral Research.

Now, that pivotal commission in its Bel nont Report
set out three ethical principles that guide the conduct of
research invol ving human subjects, and those principles are
respect for persons' beneficence and justice. Respect for

persons requires that we respect the autononous choices of
i ndividuals. An inportant corollary, particularly in the
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setting of pediatrics, is that it also requires that we
protect those who are incapabl e of autononous choi ce.

Beneficence is typically expressed in ternms of two
conpl enentary rules, first, do no harm second, maxim ze
potential benefits while mnimzing harns, and the principle
of justice, of course, refers to the fact that there needs
to be an equitable distribution of the potential harns and
benefits in clinical research

In the setting of pediatrics, | think a couple of
aspects of this ethical framework require further
exploration. First, the fact that the principle of respect
for persons requires that we protect those who are incapable
of autononous choi ce.

| think that protection shifts appropriately our
enphasis onto the principle of beneficence, in other words,
what are acceptable benefits and risks to which children in
research may be exposed.

Now, | have got a couple of overheads here before
| switch over to Power Point, and this | think reflects,
hope, an evolving view internationally in the ethics of
research with regard to the specific guidance that
institutional review boards, |ocal ethics commttees are
given with regard to howis it exactly that they determ ne

in a particular study whether the risks and benefits in that
study are acceptabl e.



© 00 N oo o b~ w N P

W N B O © ® N o a~ W N B O

SN

75

Sonetimes we tal k about an acceptable risk-benefit
ratio, other times we talk about an acceptabl e bal ance of
potential benefits and risks. W need to recognize, of
course, the netaphorical nature of each of those phrases and
what I RBs need is specific guidance as to how exactly they
are supposed to determ ne that.

What | want to present here is, in fact, work that
| have done as a part of the Wirld Health O gani zati on,
Council for International O ganizations of Medical Sciences,
that is, CTOMS, Steering Conmittee revising their 1993
i nternational guidelines, and also work that | have just
recently submitted to the U.S. National Bioethics Advisory
Commi ssi on on phil osophi cal aspects of risk anal ysis.

What we see here is really a conprehensive and
systemati c approach to the analysis of risks and benefits in
research. It recognizes that nmany, many clinical studies
contain a mxture of procedures. Sone of those procedures
are adm nistered with therapeutic intent, others are not
adm nistered with therapeutic intent, that is, they are
adm ni stered solely to answer the scientific question at
st ake.

The fundanental recognition of this ethical
approach is to say that the ethics of therapeutic procedures

need to be eval uated separately fromthe ethics of non-
t herapeutic procedures. Therapeutic procedures nust pass
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the test of clinical equipoise. This was the notion
originated by Benjam n Freedrman in a 1987 article in The New
Engl and Journal of Medicine that | think many recogni ze as
setting the noral foundation for the nodern random zed
controlled trial.

Freedman said that in order for a trial to proceed
ethically, at the start of the study there nust exist a
state of genuine uncertainty in the conmunity of expert
practitioners as to the preferred treatnent.

So, then, an IRB reviewing a study must review the
justification for the study, and may use things like a
literature review or consultation with inpartial experts to
determine that, in fact, a state of clinical equipoise
exi st s.

Now, this, in fact, is crucial to the
determ nati on of whether a placebo-controlled trial is
ethically permssible or not, and | amgoing to go on and
say a | ot nore about that.

Non-t her apeuti c procedures, on the other hand,
of fer by definition no prospect of benefit to research
partici pants, and therefore, any appeal to a so-called risk-
benefit calculus is inappropriate. There are no benefits to
trial participants, period.

So, we need to use a different noral cal cul us.
First off, risks nmust be mnimzed, so, for exanple, if one
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coul d piggyback a procedure on sonething that is being done
for therapeutic purposes, you need do that, and after one
has done that, the risks nust be reasonable in relation to
t he know edge to be gai ned.

That fundamentally involves an assessnment of the
study's value and requires not only input fromrel evant
experts, and so on, but also, in fact, requires the input of
community representatives on institutional review boards,
because ultimtely, the benefit here is to the conmunity or
to our society at |arge.

Thus, with regard to the eval uati on of non-

t herapeutic procedures, we are not tal king about a risk-
benefit cal culus, rather, we are tal king about a risk-
know edge cal cul us.

Now, that framework holds for all clinica
research. It gets a little nore conplicated with children
because, as | said, additional protections nust be invoked
because children are a vul nerabl e popul ati on.

[Slide.]

Alot of this is the same, and | want to just
poi nt out a couple of differences. The first difference,
the first protection is that you can't do a study invol ving
children unless, in fact, the institutional review board is

convi nced that the study hypothesis requires the inclusion
of nmenbers of a vul nerabl e popul ation, and, of course, in
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the context of today, that is children.

One might add refinenents to this, as | have
noticed that this very commttee has, wth regard to the
i nclusion of older children who perhaps nay be either
capabl e of consent or at |east capable of assent versus the
i nclusi on of younger children who are incapable of either.

The second major protection actually applies only
to non-therapeutic procedures, and that is, that the risks
posed by non-therapeutic procedures can be no nore than a
m nor increase above mnimal risk.

There is a |l ot of m sunderstandi ng about m ni nal
risk and for good reason. Part of it is that the National
Conmi ssion itself was sort of confused about what the
concept should nean, but | think it has becone quite clear
that the mninmal risk is only sensibly applied to non-

t herapeuti c procedures.

So, then, this "no nore than a mnor increase
above mninmal risk"” threshold neans that a study may only
proceed if there is no nore than a m nor increase above the
risks of daily life for the study population in question.

As | have said, this only applies to non-

t herapeutic procedures. | can't say that enough. The whole
confusion in this country over proper standards for

energency research emanated froma failure to recogni ze that
very sinple point. Fundanmentally, it is a qualitative
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j udgnment nmade by the institutional review board, the IRB
acting in loco parentis, acting as the scrupul ous parent
woul d act in making such a deci sion.

| am now going to switch over to the Power Point.

[Slide.]

Whien we are tal king about the permssibility of
pl acebo controls, fundanentally, we are |ooking at a
question that has troubled ethicists for probably a couple
of decades now. That is, that we believe that physicians
owe their patients certain duties. One of themis the duty
to care, a duty to provide effective treatnent to their
patient.

Many physicians and ethicists in the eighties
becane very concerned as to whether it would be perm ssible
at all for responsible clinicians to enroll their patients
in random zed controlled trials, in other words, trials in
whi ch patients woul d receive one treatnent or another, or
one treatnment and even placebo, as a matter of chance.
"How, " many asked, "could the ethical physician ever allow
her patient to be allowed to be randonm zed to treatnent?”

Well, there were a ot of attenpts at answering
that question, and I think there was only one good answer,
and the answer | think is a very clever one, and it is, of

course, clinical equipoise, and you see the definition
there, | have already nentioned it, but let nme tell you what
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| think is actually really inportant and i nnovative about
it.

Clinical equipoise actually recognizes that under
certain circunstances, treatnments within a randoni zed
controlled trial can be potentially consistent with the
standard of care to which clinicians are held in their
practice.

Now t hose conditions are when there is a state of
honest professional disagreenent anong expert clinicians as
to the preferred treatnent. So, then, equipoise recogni zes
that experinental treatnents or other treatnents within a
random zed controlled trial may be consistent with the
standard of care and therefore, and inportantly, consistent
with the physician's duty to her patient, and that is the
reason why, under these constraints, doctors may ethically
offer trial enrollnment to their patients.

[Slide.]

Essentially, when one thinks about the choice of
control treatnent, this has inplications for when one can
perm ssi bly use a placebo control. Let me give you just
sort of a summary view of this.

Essentially, equipoise holds that for first
generation treatnments, in other words, when there is no

avai | abl e therapy, one ought to, in fact, use a placebo
control, but for second generation treatnents, certainly
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after placebo-controlled trials have denonstrated a
treatment to be effective for a particular patient
popul ati on, for second generation treatnent, the conparator
must be an active control.

Now, Benjie Freedman, when sort of working out
logically the inplications of this, said there were five
ci rcunstances in which one may use ethically a placebo
control. First off is there is no standard therapy. Second
off, a standard therapy is no better than placebo. Third, a
rat her theoretical category, the standard therapy is
pl acebo, not too common.

I mportantly, if there is doubt regarding the net
t herapeuti ¢ advantage of standard therapy, now | don't know
t he exact circunstances of the chloranphenicol trial, but it
seens to nme that it is conceivable that the chl oranpheni col
trial, in fact, was perhaps done because there was rising
doubt as to whether chl oranpheni col was safe and effective.
So, that is an exanple of that inportant condition.

Finally, when standard treatnent is unavail abl e
due to cost or short supply. This obviously touches on the
H'V trials in Africa and Thail and, that whol e debate, and I
pray that we are not going to get into that here.

One other thing I mght nention is that the

question of no standard therapy also mght apply to
ci rcunstances where no treatnent is a part of standard
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t herapy, and so, for exanple, the otitis nedia study that we
heard about where a substantial proportion of clinicians, in
fact, would not advocate the use of antibiotics under
certain circunstances mght be a case in which we could do a
pl acebo-controlled trial.

Now, Dr. Tenple, in his lecture--and | do have to
respond to this because Dr. Tenple does |ike to tal k about
ethics, which is a good thing--but he comes up with a
standard that he clainms is well accepted.

It may be believed by many, but it is surely
wi t hout any noral foundation, and that standard is that it
is okay to do a pl acebo-controlled trial unless you are
going to kill someone or disable them pernmanently.

Well, that seens to nme to be problematic. Recal
now that all of this cones fromthe physician's duty to her
patient, the physician's duty of care to her patient. For
Dr. Tenple and others who believe this standard to actually
provide a noral justification, to actually say that this is
a phil osophically sound notion would have to begin by
arguing that, in fact, a physician's duty of care for her
patient is only limted to circunstances in which the
patient m ght die or be permanently disabl ed.

Now, if that troubles you, if you think that maybe

that would be a bad thing for the practice of nedicine,
then, it follows as a matter of pure |logic that you nust
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al so be troubled by the standard that Dr. Tenpl e has put

forward

[Slide.]

Let me add a couple of additional cases to Benjie
Freedman's list. | think they are inplicit, but let ne just

make themexplicit.

| think it is simlarly unproblematic to do trials
on patients who are, in fact, refractory to standard
treatnment or standard second-line treatnment or standard
third-line treatnment, what have you, and the reason is, is
because for refractory patients, there is by definition no
standard of care, right? So, it actually falls under the
first of the five of Freedman's conditions.

[Slide.]

Anot her inportant exanple is that it is perfectly
perm ssible to use a placebo control in add-on studies.
Why? Because everybody gets the standard therapy, nobody is
bei ng deprived of any needed nedical treatnent, and so, in
fact, it is perm ssible when everybody gets standard
therapy, to do a conparison of the experinental treatnent
ver sus pl acebo.

[Slide.]

Now, this is an exanple of why people |ike ne

shoul d never be given prograns |ike Power Point, you know,
because then we try and put graphs in and nunbers. This is,
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as | amsure you will agree, conpletely inconprehensible.

Wiat | wanted to talk about for a few m nutes here
--and please ignore this slide--are what | think are sone
advant ages of active control equival ent studies, because
until about 1996 or so, when Benjie Freedman and nysel f
publ i shed a two-part paper in the Journal of Law and
Medi cine and Ethics, in the fall '96 issue actually, really
peopl e were tal ki ng about placebo controls and their
m racul ous advantages as if the only alternative was to do
bad research, to do sl oppy research, to do unfortunate
things |like take a standard superiority trial, and if there
is no difference between the two treatnents, fallaciously
conclude that they are equival ent.

Vel l, of course, that is bad science, and really
nobody has seriously suggested otherw se. Wat we
suggested, however, is that there are, in fact, rigorous
trial designs called an active control equival ence study out
of respect for the originators of the trial design, and
that, in fact, in circunstances, nmany circunstances in the
regul ation of drugs, it seens to address the questions that
we want to get to.

Utimately, a placebo control is only going to
provide us with information as to whether a new treatnent is

better than nothing. Well, it seens to nme that in our
society, a society of rising costs, the nultiplication of



© 00 N oo o b~ w N P

W N B O © ® N o a~ W N B O

SN

85
me-too drugs, and so on, that, in fact, perhaps we m ght
want to know whether the new treatnent is as good as what we
are using now.

| think there are sone real advantages of this
trial design, the so-called active control equival ence
study. Dr. Tenple has described it to you quite accurately
| think, and really what it asks is, is there strong
evidence that this new treatnent is no worse than a certain
percentage, no nore than a certain percentage worse than the
current treatnent. So, is it no nore than, say, 10 percent
worse than, and if we have strong evidence of that, then, we
wi |l conclude that the treatnents are equival ent.

If one actually wanted to do an active control
superiority study, the studies would need to be huge for
sure. Here, | have one exanple, you know, assum ng certain
pl acebo effects, standard drug effects, new drug effects,
and so on, and you can see that the active control study
woul d, in fact, be sonmething like 14 tinmes |larger than the
pl acebo-control | ed study.

But, in fact, an active control equival ence study
surely is larger than a placebo-controll ed study, perhaps
one and a half tines as large, two and a half tines as
|l arge. 1t depends very much how you defi ne equival ence.

But the point is, is that sanple size requirenents
are actually internmedi ate between the placebo control and
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the active control superiority study, and | think that
| argely makes it feasible.

So, that is the point of this slide. There is
only one word that this slide should actually have on it,
and it should just say "feasible.” | wll change that.

[Slide.]

| think there are scientific and clinica
advant ages to active control equival ence studies. | think
that so-called Ace studi es ask questions that are actually
clinically relevant. Now, the FDA, under the 1962 Kefauver-
Harris Act, as | understand it, is actually only able to
require that new drugs have sone effect.

So, in fact, the actions of the FDA may be
somewhat limted by the provisions of that Act. Well, that
isn't necessarily what clinicians want to know, and t hat
isn't necessarily what patients want to know. It seens to
me that the standard, is this treatnment better than nothing,
I s inadequate. Better than nothing is just not good enough.

An Ace study asks | think the question that
clinicians and patients want to know, that is, is this
treatment as good as or better than what we are currently
usi ng.

[Slide.]

There are other scientific advantages. W talked
earlier about the use of Caritin, non-sedating
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anti histamnes. Well, you know, in fact, an active control
equi val ence study hel ps us ask exactly that question. W
could say are they roughly equivalent, and furthernore, a
superiority question, does it have |less side effects. So,
there is the possibility of incorporating nmultiple

hypot heses into this trial design.

[Slide.]
Vell, I think there are regul atory advant ages,
too. | think we have to worry about the fact that a

regul atory agency nay approve a drug that is superior to

pl acebo, but, in fact, that does not rule out the
possibility that the drug is substantially inferior to
standard treatnment, and it seens to ne if the purpose of a
regul atory agency is to protect the public in sone way, that
we need evidence that new treatnents are, in fact, at |east
equi valent to old treatnents.

There is also the issue of cost, why is it that
new drugs never seemto be cheaper than the old ones. Well,
as you are discovering here in the United States, and as we
are discovering in Canada, in fact, we can't afford
everyt hing, and some concerns about the cost of new
treatnments need to be incorporated into studies.

This was noted by Henry and Hill in the BMI a few

years ago, who said nany new drugs are expensive, and in
some countries, drug budgets are growi ng faster than other
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health care sectors. The key questions are: how much
better are the new drugs than the ol d ones, how nuch nore
does it cost to obtain additional benefits, and does the
extra cost represent value for the noney.

Well, | think those are inportant questions, and |
think, as a society, we need to address them

[Slide.]

There are also ethical and | egal advantages. |
have said a |lot about this, but let me put it yet another
way, an advantage of an active control equival ence study is
that patients are not knowingly given inferior treatnent,
and that fundanmentally is what is at stake.

That is what the Declaration of Hel sinki--you
noti ced I haven't nentioned that docunent--but that is what
it really nmeans in that sort of confused wording of Article
2.3, is that the nedical care of patients ought not be
di sadvantaged by trial participation.

That is what it nmeans. | have avoi ded appealing
toit. 1 think it has been a mistake in the debate to
appeal to it too nuch because it's a badly witten docunent,
but as | have tried to argue, research ethics and everything
t hat we have been doing in research ethics for the last 30
years, in fact, argues to the sane concl usion.

I think doctors, institutions, institutional
revi ew boards, and who knows, maybe even regul ators, ought
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to be worried about the liability of enrolling patients in
pl acebo-controlled trials when effective standard treat nent
exi st s.

As | have said, doctors owe a duty of care to
their patients, and an investigator's chief concern ought to
be the health and wel | -being of her patient, not her own
career, not, you know, sort of the consulting fees that she
gets fromthe drug conmpany, not maki ng the FDA happy, but
the health and well -being of her patient.

Provi ding a pl acebo when standard effective care
exists may, in fact, be negligent practice and nmay be the
basis of a |awsuit.

[Slide.]

So, what we have tried to get here are a coupl e of
guestions - placebo-controlled trials, are they ethical, are
they necessary? | think the answer we have gotten to is
sort of a qualified no to both questions. Surely, placebo-
controlled trials may be accepted in carefully defined
ci rcumnst ances.

| have tal ked about add-on treatnents, treatnent-
resistant patients, where there isn't a standard of care,
and so on, but | think the active control equival ence study
design is underutilized, and I have tried to outline how, in

fact, there are sone scientific, clinical, regulatory,
ethical, and | egal advantages to that design
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Thank you.

DR. CHESNEY: Thank you very much, Dr. Weijer.

Qur next speaker is Professor Francis Craw ey, who
is Chairman of the Ethics Wirking Party for the European
Forum for Good Cinical Practice, and a nenber of the Ethics
Worki ng Group for the Confederation of European Specialists
in Pediatrics.

He is going to be speaking to us about ethica
concerns in pediatric placebo-controlled trials fromthe
Eur opean perspecti ve.

Et hical Concerns in Pediatric Placebo-Controlled
Trials fromthe European Experience

PROF. CRAWEY: Thank you, Madam Chair.

Ladies and gentlenen, it is really a great
privilege and an honor for nme to have a few mnutes to
address you on the European experience with respect to
pediatric controlled trials.

I want to thank Drs. Jayne Peterson and El ai ne
Esber for helping to facilitate ny presence here and al so
for helping me to understand the conversation that you have
been having as a conmttee, the ongoing conversation you
have been having with respect to the ethics and the science
of clinical trials in the pediatric popul ation.

| also think that | should thank Dr. Robert Tenple
for, although we haven't communicated on this particular



© 00 N oo o b~ w N P

W N B O © ® N o a~ W N B O

SN

91

neeti ng, he has been very hel pful to nme personally in
under standi ng the rel ati onshi ps between the U S. and Europe
and in a wder sense, as well, through nmuch of his
participation in the discussion.

| think it really is a great honor to be here to
be able to speak to this commttee. Wat you people in this
commttee will decide will affect not only children in the
United States, but it will affect directly children in
Europe, and | can tell you fromny experience with the WHO
and UN-AIDS and CIOVS, it will affect children directly in
the world at |large. Your openness to have persons such as

nyself and Dr. van Zwi eten-Boot to be able to cone and talk

about our experience will help this.
| think also there will be a reciproca
relati onship, as well, and that is the way in which we

decide in Europe to conduct clinical trials in the pediatric
popul ation will also affect to sone extent the way pediatric
trials are carried out in the United States.

Dr. van Zw et en-Boot presented you with what |
think is an excellent map of the regulatory framework for
clinical trials in Europe, a very conplex and difficult
mappi ng. As she pointed out, | am sonewhat outside of that
map, and the map | wanted to introduce you to, just in a

wi der sense perhaps, another nmap of Europe, has to do
perhaps with health and the situation of health in Europe.
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| want to point out to you that it was not until
1992 that the European Union received a nandate in public
heal t h, that mandate described in the Treaty of Mastricht,
and it is reiterated and described sonewhat differently in
the Treaty of Ansterdam

This is alimted, very limted area for the
Eur opean Union to act in the area of health. Mst of the
actions in the area of public health are reserved for the
menber states, and that affects clinical trials directly,
and | think Dr. van Zw et en-Boot showed that quite well
her e.

[Slide.]

Al so, Europe is not only the 15 nenber states to
t he European Union, as you all know. There are 41 nenber
states of the Council of Europe, and all of these nenber
states feel thenselves to be European, and are, froma
Eur opean’' s point of view, European.

So, Europe is a wide concept and a conpl ex and
difficult concept. Wthin the concept of Europe, there is a
w de expression of different feelings about culture and how
culture influences decisions that are nmade in the inportant
areas of our lives, and one area, of course, is health.

| can tell you on Saturday | attended a neeting in

Bel gi um of specialists in radiation where there were
speakers who cane from England to present a particul ar point
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of view on managi ng radi ation practice, and one could feel a
strong di fference between a U K approach and a Bel gi an
approach to rather sinple matters in care and common
practice.

As. Dr. van Zw et en-Boot pointed out, at the
Eur opean | evel, one is very hesitant to tal k about ethics
outside of cultural context. There are good reasons for
that. But neverthel ess, both within the regul atory
framework, as Dr. van Zwi eten-Boot pointed out, and al so
outside of that franmework, there is a w de discussion today
goi ng on now, an increasing discussion on the role of
clinical trials in pediatric nedicine, and that is what |
want to | ook at with you.

| have given you sone handouts, but | have al so,
in the presentation itself, | have reduced the nunber of
slides | will speak to, and I will try to speak nost
directly now to the issue of the placebo-controlled trial in

pedi atrics.

[Slide.]

This slide you don't have in your collection. It
is the only slide you don't have. | have tried to sunmari ze
somehow by using sonme concepts here. | think that the

pedi atrician's concern in practice, the physician's concern

in practice has to do with the duty of care and the standard
of care, and decisions based on these two ethical and
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deont ol ogi cal requirenents.

The duty of care is clearly an ethical
requi rement, indeed, it is a requirenent we all have in al
areas of our life, but it is also requirenent specific with
respect to health that the physician has, and that is
expressed in the Physician's Qath.

The standard of care is an expression, in a
certain sense, of a generalizable way of caring for patients
in particular circunmstances, and this standard of care is
usual ly put forward by the profession itself, and is a
deont ol ogi cal standard.

Both the duty of care and the standard of care are
general i zabl e concepts that speak to a generalized
popul ati on, but the physician or the pediatrician is
concerned in an ethical sense in the first place with the
person who is standing in front of himor her, and that
nmeans you are concerned with an individual in treatnent, and
here, we can speak of the bonus pater famlias here, the
responsi bility the physician has to decide in a specific
ci rcunstance usi ng generalizable concepts and generalized
background fromthe duty of care and the standard of care.

[Slide.]

Ronal d Kurz, Professor Kurz fromthe University of

Graz in Austria is the Chairman of the Confederation of
Eur opean Specialists in Pediatrics, the Wirking Party on
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Ethics. He was formerly, until this year, he was al so
Presi dent of CESP.

He recently expressed that, "It is in the interest
of children to eval uate nedicinal products with
scientifically proven nmethods. A precondition is mnimzing
di stress and risk due to studies."

I think that what we can say in a generalizable
sense today for the European experience would be the
following two things: One, there is a need to exani ne
clinical trials in pediatrics. There is a need to do them
| think there is a greater awareness of a need for it, of
the deficiency in pediatric nedicine wthout having those
trials, and a concern with howto carry themout. That is
one thing to say.

A second thing to say, as Professor Kurz here
i ndicates quite clearly, is | find in the European
di scussion, | think in alnbst any country I go to within the
terms here, is that there is a strong interest in protecting
the child, but not only protecting the child, but in finding
out what the interests and the concerns of the trial are,
and allow ng those interests and concerns to be articul ated
within the circunstances of treatnent, which in a clinical
trial sense would be in the circunstances of

experi nment ati on.
That is an interest to assure that the voice of
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the child is heard, and that at any age.

[Slide.]

Prof essor Peter De Deyn fromthe University of
Ant wer pen recently wote that, "Properly controlled
random zed controlled trials formthe only scientifically
valid tools."

In his witing here, he reflects a very strong
Eur opean position, and I think an international position
today, since 1948 with the British Medical Association, the
British Medical Journal, the expression of the random zed
controlled trial as the founding or as the way of
justifying, giving us evidence for one treatnent versus
anot her treatnent.

[Slide.]

He goes further, Professor De Deyn, he insists,
and | quote, "It is ethically justified that the optimal,
and therefore often placebo-controlled and ethically
founded, random zed controlled trial neets the duties of
benefiting society and increasi ng know edge"--and then here
I think sonmewhat |ess sophisticated than Dr. Tenpl e--"and
W t hout jeopardizing the well-being of the experinental
subj ects.”

[Slide.]

The justification for random zation is scientific
equi poi se or equi poise in general, and we can look at this
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as both scientific equipoise and personal equi poise, and we
can take this back to the earliest witings on random zed
controlled trials in 1948 in the BM.

[Slide.]
Scientific equipoise insists that the nedical

community is genuinely uncertain as to which treatnent is

best .
[Slide.]
Per sonal equi poise, that the patient
hi nsel f/herself is in a situation, as well, of uncertainty

as to which treatnent is best. Sonetines personal equipoise
al so refers to the physician's own uncertainty, the
i nvestigator's own uncertainty here.

But also | think it is very inportant--and in
terms of pediatric trials, this idea of personal equipoise
I's very inportant--because the justification for the
invitation to the patient is not only a scientific
justification here, but it is also a justification in the
notivation for the patient to consent.

O course, in the pediatric population, this
becomes nore conpl ex.

[Slide.]

Drs. Wagner and Herrmann, they are both

phi | osophers, trained in philosophy, Ph.D."s in Phil osophy.
Dr. Wagner works for Solvay Pharmaceuticals in Germany. Dr.
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Herrmann is a Professor of Bioethics at the University of
Berlin.

In a recent article, they are wote that, "Benefit
and risk are ethical conmodities determ ned normatively on
the basis of enpirically proven preparation characteristics
occurring with a certain probability."

| have lifted this out of context. | think it
speaks for itself out of context. |In context, there is no
undertone here, there is no problematic with this. For ne,
there is a problematic here. | think what they are saying
is quite true. Benefits and risks are comodities that we
are using in ethics in order to justify random zed
controlled trials. W are using our wei ghing and assessnent
of benefit-risk as normative ethical tools for justifying
randoni zed controlled trials. They are conmodities.

[Slide.]

Again, there seens to be no awareness | think in
the article of what is being said here. "For the nanagenent
of uncertainty, ethical principles are inportant decision-
/action-guiding tools."

I f the random zed controlled trial is the Col den
Rule, then, it is uncertainty that becones the problenatic
for ethics in science, and here, both froman industry point

of view, if you want, and from an academ c point of view, it
i s the managenent of uncertainty that fornms our key interest
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in the design and carrying out of random zed controll ed
trials.

[Slide.]

So, a question.

[Slide.]

Are placebos and controls ever justified in
pedi atric research? The answer is clearly yes. Both are
perm ssible in sonme circunstances. Were their use is
justified in adults, the same nay be true in children,
subj ect to consent.

[Slide.]

Are placebos and controls ever justified in
pediatric research? The answer is clearly no. New
treatments shoul d al ways be tested against old and there is
no case for w thholding established treatnments fromchildren
even if the evidence for efficacy is thin. Furthernore,
pl acebos nean deception and controls signify uncertainty of
a kind--uncertainty again--of a kind to which children
shoul d not be exposed. This was published by Professor Tim
Chanbers fromlreland just recently this year. This is the
seventh question of the seven questions.

[Slide.]

Conclusion. Pediatric placebo-controlled trials

can only be justified when the design, enrollnent, and
conduct of such trials are such that they are in the best
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interest of the child-participant with a view towards
hi s/ her health and a concern with his/her dignity.

Thank you very nuch.

DR. CHESNEY: Thank you, Dr. Craw ey, for
clarifying the seventh question of the seven questions. |
think with the perm ssion of the Executive Secretary, that
we wll take a 10-m nute break now and then conme back with
gquestions before we hear fromDr. ElIlenberg.

If you could be sure to be back in 10 m nutes,
pl ease, we wi || proceed.

[ Break. ]

DR. CHESNEY: The questions that we are being
asked to address, which are in the handout that was on the
table this norning, are slightly nodified fromthe ones that
we received at hone, so please be sure to use the ones that
are in the forns that were on the table.

Now we have 10 minutes for questions fromthe
subconm ttee for Drs. Weijer and Dr. Craw ey.

Yes, Dr. Danford.

Questions fromthe Subcommittee

DR. DANFORD: | would like to ask Dr. Weijer in
particul ar about two potential criticisns | see with the
concept of clinical equipoise that he cites as a principle

on which the ethical clinical investigation is based.
It seens to me that this mght be a sonewhat nurky
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standard and a sonewhat inappropriate one, nmurky in that it
doesn't really give us a threshold to go by of what
represents actual genuine clinical uncertainty, and
i nappropriate in that we have nunerous exanpl es where the
standard of care and the opinion of experts hasn't really
stood up to the harsh light of scientific scrutiny.

Coul d he address those two issues and see if he
can support the concept of clinical equipoise a little bit
better?

DR. CHESNEY: Dr. Weijer, did you hear the
guestion?

DR. DANFORD: | can ask it nore briefly. |Is
clinical equipoise too nmurky a concept for actual use in
that we don't have a threshold to tell us what represents
genui ne uncertainty, and is it too inappropriate a standard
in that the standard of care and the opinions of experts are
so often wong when they are held up in the harsh |ight of
scientific research?

DR. WEI JER Thanks for that question. Hopefully,
all the other banquet roons will hear ny answer, too. It's
only just.

[ Laught er. ]

DR. VEIJER No, | don't think--I think

historically, one needs to recognize where the concept of
clinical equipoise comes from and | think that is why |



© 00 N oo o b~ w N P

W N B O © ® N o a~ W N B O

SN

102
brought us back to the question which people seemto forget,
and it was a burning question 20 years ago. The question
is, can an ethical physician ever offer trial enrollnment to
a patient under her care.

I think the innovation of equipoise is to
recogni ze that experinental treatnents or other treatnent
arms within a random zed controlled trial nay be consistent
wi th standard of care, and therefore, offering trial
enrol I ment may be consistent with the ethical and | egal
duties of the physician.

Clinical equipoise is certainly no nore nurky than
the notion of standard of care, which is the | egal and
ethical normthat governs the practice of physicians. |
don't believe it suffers fromany fault or any nore
mur ki ness than the notion of standard of care. Standard of
care with perhaps its flaws successfully governs the
practice of physicians, so therefore, | think clinical
equi poise with its certain anmount of nurkiness admttedly is
an adequate standard for clinical research

Fundanental | y, you know, you m ght ask, well, what
I S genui ne uncertainty, and there being all kinds of really
silly studi es published, you know, saying what percentage of
physicians, is it 50 percent have to think this new

treatnment is a good idea, or 49, or what have you, and I
think that fundanentally m sconstrues the question.
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What it is in an ethical standard neant to guide
the deliberations of IRBs, and the point of the matter is,
is that they need to take reasonable steps to assure that a
state of clinical equipoise exists, and that often involves
| ooki ng at the study justification, consulting with experts,
| ooking at the literature. |In practice, it is a concept
that I, many other ethicists, and many IRBs utilize, and
t hi nk successfully so.

DR. CHESNEY: Dr. Fost.

DR, FOST: Well, | don't think the problemis that
it is murky, | just think it's the wong standard. That is,
the assunption that the community standard, that the
standard of practice or the community equi poi se, as you cal
it, is safe or effective is just wong in the absence of
sci ence.

The exanples are too nunerous to count, and the
nunber of children who have been killed and harned by that
assunption is in the hundreds of thousands. Let ne just
mention a handful fromyour own city.

Dr. Usher from Montreal for 10 or 15 years had
every newborn in North America with hyaline nmenbrane di sease
with RDS being treated with concentrated sol utions of
bi carbonate to correct the respiratory acidosis. This was

standard practice. It was universal practice.
Jerry O Dell was the sole person screaning in the
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wi | derness that this made no physiologic sense, that his
studies in mce showed that it made no sense, but it wasn't
until his disciple, Mke Simons, did the random zed
pl acebo-controlled trial showing that it was causing nore
harm t han hel p, that these concentrated sol uti ons were
shrinking the brain and causing intracrani al bl eeding, and
was one of the major causes of brain damage i n newborns, and
it is no |onger done today. Nobody does it. But for 10 or
15 years, it was, and untold thousands of children were
killed and harmed by it.

Oxygen, the unregul ated use of oxygen for nearly
half a century, it was standard of care, and the assunption,
it nmust be safe, you know, it's everywhere, and the notion
that oxygen had a dose response curve and that there was a
right dose to use and a wong dose just didn't occur to
anybody, again until a single person began show ng, Arnold
Pace, that it could be harnful

The whol e basis of genetic screening and newborn
screening prograns in North America, now in the world, the
PKU study, it was just assunmed that everybody with a high
phenyl al ani ne had PKU and had to be on a restricted diet.

It was the standard of practice throughout the country, it
wasn't just the standard, it was nandated by |aw. \Wat

coul d make sonmething nore the standard? It just didn't
occur to anybody for a decade that phenyl al anine restriction



© 00 N oo o b~ w N P

W N B O © ® N o a~ W N B O

SN

105
coul d make you retarded, and second, that a high bl ood
phenyl al anine didn't nmean that you were at risk for PKU In
fact, 90 percent of children in retrospect were not at risk.

Exchange transfusion for mnimally el evated
bilirubin in normal newborns. | could identify studies that
currul atively have killed hundreds of thousands of children
based on an assunption that the community standard was the
ri ght standard.

So, it seenms to ne a better standard is individual
equi poi se, that is, the investigator, hinself or herself,
has to have reason to doubt. The notion that the Anerican
Acadeny of Pediatrics says this is a great treatnent is, to
me, not sufficient.

The question is whether there is any science
behind it, and the investigator nust persuade sonebody t hat
there is not any science behind it and that it is worth
st udyi ng.

The second point | just wanted to disagree with
you on is this notion, your statenment--if | have it right--
that the hypothesis nust require using a vul nerable
popul ation. That seens to me wong also, that is, for
children who have life-threatening illnesses, such as
cancer, for which there is no other effective treatnent.

The hypot hesis that a new chenot herapeutic
requires study in children is not true. It is just that it
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may very well be in the interests of children to be in such
a study. Rabies would be another exanple. |If there were an
effective anti-rabies drug, the hypothesis of show ng that
this agent is effective against rabies wouldn't require
studying it in children, but if you had a child with rabi es,
you woul d surely want himor her to be in the study if there
was appropriate ani mal work, and so on.

Thank you.

DR. VEIJER  May | respond?

DR CHESNEY: Yes.

DR. VEI JER. Thank you

DR. CHESNEY: | was going to ask you how nuch it
was worth to you

DR, VEIJER  Well, with respect, Dr. Fost, | think
listening to your comments, one would have to wonder why
anyone goes to a doctor. You nake it sound as if every
standard treatment is not only ineffective, but harnful, and
surely that is unlikely to be the case.

I think you have misread nmy talk on a nunber of
| evel s, and | amonly going to have tinme to address a few of
them Mst inportantly, | amnot fromMontreal, | amfrom
Hal i fax, the proud honme of Dal housie University, and am no
|l onger at MG II. M university requires ne to point that

out .
Second of all, | amnot advocating for a concept
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whi ch you call "comunity equipoise.”™ That is a confused
notion coi ned by John Lantos and Jason Karlow sch in the
literature. 1t is not one that is w dely advocat ed.
think I was rather clear in advocating for a notion called
"clinical equipoise," advocated by Benjam n Freedman in The
New Engl and Journal in 1987

| think you al so mi sunderstand the fact that | am
not argui ng agai nst good science. | think nmedicine is where
it's at today fundanental |y because it's undergoing a shift
froman art based |largely on idiosyncratic ideas and case
stories to one that is based on a foundation of good
science. | whol eheartedly support that.

Clinical equipoise, in fact, is the ethical notion
that allows random zed controlled trials to go forward in
medi ci ne.

The exanples you raised, | think are really
unprobl ematic for clinical equipoise. You speak of them as
i f, you know, science couldn't go forward sonehow if we
believed in this notion of clinical equipoise. As | think I
showed quite clearly in ny list, there are nunerous
ci rcunst ances. Science can always go forward. The question
is, is howis it best to go forward ethically and
scientifically.

A pl acebo-controlled trial, as | said quite
clearly, is indicated when there is a growi ng doubt as to
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the efficacy of an existing treatnent, and therefore,
clinical equipoise would have supported the trials you
pointed to with regard to the treatnent of RDS in neonates,
the treatnent of hyperoxygenation, and so on.

So, Dr. Fost, those trials would have gone forward
under the notion of clinical equipoise.

| guess there is so nuch nore | would like to
respond to, but just let nme say one last thing, that with
regard to ny requirenment that the study hypothesis requires
the inclusion of the vul nerable popul ati on, again, you
m sconst rue ne.

The study hypothesis, for exanple, in a
chenot herapy trial involving children is not is this
chenot herapy agent in the abstract effective and therefore
we could just test it in adults, but rather, is it effective
in the treatnent of this particular chil dhood cancer, and
that, of course, would be sufficient, you know, ceteris

paribus, to justify the inclusion of children in that study.

| amsure we will have nore to say to one anot her
| at er.

DR. CHESNEY: Thank you.

One nore question. Dr. Nelson has been indicating
he had one for sone tinme now, and then we will nove on.

DR. NELSON: Charles, you may want to stay at the
m ke because | aminterested in your reaction to this
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interpretation, noving in a slightly different direction.

I find nyself conpelled and have learned a lot in
readi ng about the issue of assay sensitivity and the need
for an internal control within a trial to be able to
determ ne that.

My question is this. |If one of the conditions
under which you need such an internal trial is where there
is a diverse popul ation of variable response, there is sort
of difficulty in predicting whether a popul ati on woul d
respond to treatnment that is proven effective. Let's limt
it to those circunstances.

Coul d one bring that down to the specific patient-
clinician encounter where one would then be uncertain if
that individual before you would have a spont aneous
resol ution, would respond to the drug or wouldn't, not to
where the uncertainty in that clinical encounter could be a
justification for recomrending to that patient consistent
wWith one's obligation that you enroll in a trial that has an
i nternal standard even in the presence of a proven effective
agent ?

DR. VEIJER  Thanks for that question. It
rem nded ne that there was sonething else | wanted to say to
Dr. Fost.

Thi s notion of individual equipoise, | think nore
properly referred to as "Peto's uncertainty principle," is
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an idea that a | ot of people find appealing. Certainly if
you are British, |I believe you are bound to swear all egi ance
toit. Certainly in North Anerica, it is a notion that is
begi nning to take hol d.

Basically, it says, you know, it is ethical for a
trial to proceed so long as the individual doctor is
uncertain in her own mnd as to the preferred treatnent for
a particular patient, essentially your question | take it.

It is | think a deeply problematic notion, and in
t he next couple of week | have got an article com ng out in
the British Medical Journal actually criticizing the notion
of the uncertainty principle in favor of clinical equipoise.

The problemwith just resting everything on the
uncertainty of the individual clinician is multiple. First
off, and I think nost fundanmentally, it fails to recognize
that the nornms to which we hold clinicians are not
i ndi vi dual norns, but rather comunity norns.

They are governed by the norm of the standard of
practice of the conmunity of expert clinicians. There are
good reasons why we don't allow individual doctors to be
gui ded by whatever beliefs happen to be in their head sinply
because doctors, just |like everyone else, can hold crazy
beliefs or inconpetent beliefs, and the sort of standard

that the uncertainty principle articulates would offer no
grounds upon which to find those actions problematic.
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The second problemw th that kind of thinking is
that it doesn't allow random zed controlled trials to be
conducted in a very inportant circunstance, nanely, where
everybody is certain.

Now, that may sound curious to you, but, in fact,
there are all kinds of circunstances where everybody is sure
they know what to do. They just all disagree with one
anot her.

Take, for exanple, atrial, a very inportant tria
in the early seventies, NSABP BL-6, the conservative breast
managenent versus mastectony trial, which it essentially
addressed the question of, for the treatnment of early breast
cancer, do we need to engage in fairly radical surgery or
can we use breast-conserving surgery foll owed by radiation
t her apy.

Well, surgeons are a pretty certain |ot overall,
and in fact, there were such strong feelings in these two
canps that the trial had a trenendous anount of difficulty
getting off the ground. Well, according to this notion of
i ndi vi dual uncertainty, individual equipoise as we have
heard it called, or I think nore properly Peto's uncertainty
principle, those inportant trials, when there are
essentially two entrenched canps each advocating their own

treatment, could not ethically proceed.
O course, according to clinical equipoise, which
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recogni zes community di sagreenent, those inportant trials
woul d be allowed to go forward.

DR. CHESNEY: Thank you very nuch. Interesting
poi nt .

Dr. Susan Ellenberg will speak with us next. She
is the Director of the Ofice of Biostatistics and
Epi dem ol ogy for the FDA, and she is going to address a very
I nportant issue, which is are data safety nonitoring boards
necessary for every pediatric trial or under what
ci rcunstances m ght they be useful.

Use of Data and Safety Monitoring Boards and their
Role in Pediatric Cinical Trials

[Slide.]

DR. ELLENBERG | thought we should start with a
definition. A data nonitoring commttee--this is ny
definition, other people may have different definitions,
pretty straightforward--is a group of experts that reviews
t he ongoi ng conduct of a clinical trial to ensure continuing
patient safety as well as the continuing validity and
scientific nerit of the trial.

[Slide.]

These comm ttees go by a variety of nanes. | am
usi ng the phrase data nonitoring conmttee because that has

been the phrase adopted in the International Conference of
Har noni zati on docunents. You will frequently hear these
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call ed data and safety nonitoring boards.
I think you can take as many as you want from
Col uim A and one from Col um B and one from Colum C, and
you will probably find sone conmttee sonmewhere that has
been called by that nane. So, | didn't want anybody to be
confused as to whether a data nmonitoring conmttee is

sonething different fromwhat they are used to having it

cal | ed.

[Slide.]

Wiy do we need to do interimnonitoring of trial
data? | amnot sure if | need to even address this question

gi ven the chl oranpheni col exanple that was presented
earlier, but there are a nunber of reasons actually that go
beyond t hat .

First, we want to identify rapidly any safety
problem and that is inportant for interimnonitoring
whet her or not there is a data nonitoring conmttee. You
have got to watch and make sure there is nothing unexpected
t hat was happeni ng that woul d make you reconsi der whet her
the trial should continue.

You need to ook at the data to identify any
| ogi stical problens with trial conduct that you m ght be
able to correct, and therefore, have a better quality trial

by the tine you get finished - is the accrual inadequate, is
there undesirable distribution of baseline characteristics.



© 00 N oo o b~ w N P

W N B O © ® N o a~ W N B O

SN

114
Maybe sonet hi ng was wong with the random zati on program
Are there too nmany dropouts and too nuch nonconpliance, and
sone intervention may be needed to nmake the tria
wor t hwhi | e.

We want to evaluate the continued feasibility of
the trial as presently designed. |If some of these problens
can't really be fixed, it may not be worth continuing the
trial, and perhaps we should go on to something el se, and
finally, and what gets the nost press, to determ ne whet her
the trial objectives have already been net and the trial may
be term nated early. That is, the results are sufficiently
definitive that we don't need to go on to the end.

[Slide.]

Way data nonitoring comrttees? Because
everything that | have said doesn't nean that you need to
have sone kind of external comrmittee. The people who are
doing the trial could pay attention to all those things.

A data nmonitoring conmttee | think is needed for
two main reasons. One, to ensure that there will be regul ar
and systematic interimnonitoring. W all know in our
practice of our daily lives that there are certain things
that we know that we should be doing, but we put them off,
we don't pay as nuch attention to it as perhaps we shoul d.

When you have a conmittee that is neeting on a
regul ar basis, those data are going to be | ooked at, and
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they are going to be assessed, and that is inportant.

Secondly, to provide an objective and a
statistically valid assessnent of the interimdata. This is
probably the nmgjor notivation for devel opi ng data nonitoring
committees in the first place.

[Slide.]

| amgoing to say a little bit about statistically
val i d because there are some conplications here. Assurance
of ongoing patient safety requires regular review and
assessnent of the accunul ating data, but if we continue to
do statistical tests each time we | ook at the data, we wll
i ncrease our false positive rate.

If we define our statistical criteria, so that
there is only 1 chance in 20 that we would have a result
this extrene, if there were really no difference, and if you
do that test 5 or 10 or 20 tinmes during the course of the
trial, the chance is nmuch higher than 5 percent that you
will eventually see that p less than 0.05, and you will have
totally msled yourself as to the strength of the evidence.

So, once that was recognized, | think in the
sixties and seventies there started to be publications about
this, recognize that the strategy of just watch the data as
it goes along and stop as soon as the pis less than 0.05 is

i nadequat e.
[Slide.]
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The nost conmon approach used in clinical trials
i's sonething called group sequential testing. Instead of
| ooking at the data as it comes in, you agree that you are
going to look at it every 6 nonths, every 3 nonths, every
year, whatever seens appropriate to the trial, the anal yses
are perforned at pre-specified intervals and a statistical
plan, a statistical nonitoring plan is devel oped that
provi des boundari es showi ng what p-values m ght be required
for early term nation

That woul d be consistent with having an overal
fal se positive rate as |ow as the one we want, and those p-
val ues usually vary with tine. That is, you need a nuch
stronger strength of evidence to stop early in the study,
and as you get close to the end of the study, the p-val ues
are nore closer to the nomnal 0.05, but the overall Type 1
error for the study is controlled at 0.05, and there are

actually nunerous ways to do this that | amnot going to get

i nto.

[Slide.]

No matter how fancy a statistical procedure you
have, you can never get away fromthe need for judgnent. It

Is not a question of pushing a button and seei ng whet her you
are across the statistical boundaries. These considerations

al one are inadequate for nonitoring.
The algorithnms that are devel oped, which | think
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have been very, very useful in clinical trials, cannot
account for all possible devel opnents, and the exercise of
clinical judgnment is essential to the nonitoring practice.

For one thing, your p-value is usually based on a
singl e outcone variable, your primry outcone vari abl e.
There is a bal ancing of safety and efficacy outcomes that is
absolutely essential. |If you are across the boundary for
ef fi cacy, but sonme unexpected safety problem has arisen
that has to be bal anced agai nst the energi ng efficacy
outcones. It may not be so clear that the study should be
st opped yet.

There needs to be consideration of unexpected
out cones, as well as consideration of new information
external to the trial. Another related trial finishes
somewhere el se and has been published, and that may have an
i npact on whether or not this study should be continued.

[ Slide.]

Just a brief history of the data nonitoring
comrittees in the U S. They have traditionally been used
primarily for trials with nortality or najor norbidity
endpoints. In those trials, there is an ethical inperative
to nonitor efficacy, as well as safety. |In fact, you can't
even di stinguish efficacy and safety if you have a mgj or

endpoi nt because if there is inferiority with regard to the
efficacy endpoint, it is a safety concern.
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Al'so, in these kinds of trials, the objectivity is
seen as extrenely inportant. It beconmes nuch nore difficult
when you are | ooking at nortality outcones or other very
seri ous outcones.

There is just a tendency to not want to let things
get too much out of hand and having to balance that with
wanting to nake sure that you have a scientific result that
peopl e can believe and that will be persuasive becones
difficult. So, it is good to have an objective view, people
who aren't formally involved in the trial

Data nonitoring conmmttees have been conponents of
many Nl H sponsored trials since at |east the early 1960s.

In fact, in the U S., that is where data nonitoring
commttees got started. They were rarely used in industry
trials prior to 1990, | think because for the nost part,

i ndustry trials didn't focus on nortality and ngjor
endpoints early, but with the increasing nunber of industry-
sponsored trials with major endpoints, there is an

i ncreasing i nterest in use of data nonitoring conmttees in
ot her than governnent-sponsored trials.

[Slide.]

So, on to the inportant question of what trials
need data nonitoring comittees. One answer is not al

trials needs data nonitoring conmmttees. | think that we
woul d get ourselves into a situation of doing nore harmthan
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good if we required all trials to have data nonitoring
commttees, but some trials would clearly benefit.

[Slide.]

Trials that m ght be stopped early for efficacy.
Generally, it is very good to have a data nonitoring
commttee, and for the nost part, these are trials where the
treatnment is ainmed at reducing nortality or norbidity.

If you are looking at a treatnment to relieve a
relatively mld synptom even if you had a super bl ockbuster
effect early on, you would probably want to continue the
trial at the end because you would want to have a ful
safety database with a conparison to the placebo.

You woul d want to understand everything about
possi bl e safety concerns because what this treatnent does
may be useful, but it is not that critical to people's basic
health. So, that is when you need a commttee to | ook at
those efficacy results and the stopping boundaries
careful ly.

So, in these kinds of trials, there is an ethical
requirenment to termnate a clearly inferior treatnent, which
there woul d not be necessarily in a |less serious situation,
and there is a need to ensure that the kind of statistically
val i d approach that | nentioned before is used for decisions

about early termnation or we want to control the fal se
positive rate.
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[Slide.]

We m ght sonetinmes want to stop a trial early for
| ack of efficacy, and an exanple m ght be a treatnent ained
at controlling synptons of a chronic di sease where you need
| ong-term observation. People are going to be treated for a
long tine. The endpoint mght not be nortality or
irreversible norbidity, but it m ght be sonething that has a
strong relationship to quality of life.

When it becones clear that the new treatnment is
clearly inferior in sone way, you mght want to term nate
the trial, and so that the trial participants could revert
to a standard treatnent.

Now, here, the false positive issue is not
rel evant. You are not going to nmake a decision that a new
treatnment is effective or that you are going to possibly
prove an ineffective treatnent. What is at issue is the
power, whether you are going to stop too early and perhaps
not identify a potentially effective treatnent.

[Slide.]

Sone trials other than these that raise speci al
safety or ethical concerns sonetines mght benefit froma
data nmonitoring commttee. Trials of novel and potentially
dangerous therapies. W have all been very aware of the

recent issues in gene therapy, and there have been calls for
data nonitoring commttees for early stage Phase | gene
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therapy trials.

Xenotranspl antation is another area that has been
very controversial, using aninmal tissue transplanted into
humans with possibilities of transm ssion of infections, and
so you m ght want to have an outside objective conmittee
| ooking carefully at the safety data from such trials.

I can tell you from personal experience that al
of the Phase I, the initial Phase | HV vaccine trials al
had data nonitoring conmttees. They were also random zed
and pl acebo controlled. Special issues arising, you may
want an outside conmittee.

Trials with informed consent waived. This is the
only type of trial that the FDA requires have an i ndependent
data nmonitoring commttee. Trials of a newtreatnent in an
energency situation, the patient is unconscious or otherw se
unabl e to provide consent, and there is no proxy, no famly
menber or legally authorized representative readily
avai l able, and there is a provision in our regulations that
such studies can be carried out without a patient's consent,
and these studies have lots of extra protections required
for themincluding an i ndependent data nonitoring conmttee.

[Slide.]

There are certainly sonme special issues in

pediatric studies that may increase the desire or useful ness
of a data nonitoring conmttee. You have got a vul nerable
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popul ati on obvi ously. Consent is always by proxy, and with
assent needed for children over a certain age. W are
al ways nore concerned about issues in vul nerable
popul ati ons.

Long-termeffects are especially inportant in
pedi atric studies, issues of physical growth and cognitive
devel opnent, so there are a lot of things that we are
concerned about, safety of treatnents, and a variety of
things that we want to watch and perhaps m ght want an
I ndependent conmittee not vested in the trial to be | ooking
at those and hel ping with those deci si ons.

A possibly relevant issue is that products
i nvestigated in children may be available if they are
al ready approved for use in adults, so the issue of when do
you stop the study and nake a treatnent available to people
who want to use it isn't quite the sane as it often is in
adult studi es, because these, for better or for worse, these
treatnents are available to be used in children off | abel.
So, that is a little bit of a different situation.

Finally, I don't think that there can be any
argunent that there is an extra enotional conponent in
treating sick children, and it is often useful to have again
a separate, independent commttee hel ping to nake objective

j udgnent s.
As has been pointed out, there m ght be a tendency
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to want to stop a study if one treatnent |ooks sonewhat
better than the other, perhaps before it is definitive, and
it is not going to help children if there is ineffective
treatments on the market, and so those judgnents can be very
difficult.

[Slide.]

Now, | amgoing to talk a little bit about the
nuts and bolts of data nonitoring commttees. What kind of
peopl e do you have on data nonitoring comrittees? This is a
list of sorts of people that were nentioned in NIH trial
data nmonitoring commttees at a conference that |
participated in sone years ago - clinical nmedicine and the
appropriate specialty or specialties related to the trial,
bi ostatistics and bi omedi cal ethics were the three areas of
experti se nost conmonly nentioned although in trials you
woul d sonetinmes find people expert in the basic
sci ence/ phar macol ogy, epidem ology, clinical tria
nmet hodol ogy, |aw, and increasingly patient advocates or
comrunity representatives instead of, or in addition to,
sonebody with special expertise in bionmedi cal ethics.

The size of data nonitoring conmttees, however,
may be as small as three, so you obviously aren't going to
have necessarily all of those expertise on every trial.

[Slide.]
| would like to say a little bit about an
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I ndependent data nonitoring commttee. |It's a phrase that |
have used. An independent data nonitoring conmttee--and
again this is ny own definition--is one in which no nmenber
has either any personal basis for preferring the outcone to
be in one or the other direction.

When | say "personal basis,” | nean a personal
gain. (Qbviously, everybody would |i ke to have a new
treatment be devel oped that is going to be better to treat
children, so in that sense, everybody nmay have a preference,
but I amtal king about a personal preference, and I will go
on to that in the next slide, or any ability to influence
the trial conduct in a role other than that of DMC nenber,
that is, that you wouldn't want the know edge of the
accunul ating data to i nfluence howthe trial was carried
out .

[Slide.]

So, the types of conflicts of interest that could
| ead people to have personal preferences, one, clearly
financial involvenment either with the product being studied
or with a conpeting product, patient involvenent, those
entering patients on the study, treating study patients or
eval uating patient outcones could be influenced, perhaps not
consciously, but could be influenced if they know which

treatnment is which, and that would be particularly the case
for studies that are unblinded.
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There is also the issue of intellectual
i nvol venent, the person, sonebody who prepared the protocol
or who was involved in earlier devel opnment of the product,
sonmebody whose intellectual standing in the community nay
stand to be greatly enhanced if this turns out to be a big
bl ockbuster product, that may reduce sonebody's objectivity.

I think regulatory involvenent is an issue here,
as well. | think those of us who wear regulatory hats and
have to nmake decisions |ater on nay not want to be invol ved

i n maki ng ot her kinds of decisions during the course of the

trial.

[Slide.]

Interimresults of clinical trials nonitored by
comm ttees should be held confidential. | think that is the

way this nostly works. The know edge of interimdata could
affect the trial conduct, and that is the bottomline
reason. It could affect how patients are entered, how nany
or what kind. It could affect how patients are cared for
and whet her or not they are encouraged to stay on the
protocol or not.

It could affect how patients are assessed, that
is, those evaluating the outcones, and it could certainly
affect an action that a sponsor m ght take to decide on

their own that the study should continue or to be stopped,
and having an i ndependent comm ttee being the only group



© 00 N oo o b~ w N P

W N B O © ® N o a~ W N B O

SN

126
that is looking at the interimresults inproves the ability
to maintain this confidentiality and therefore protects the
integrity of the trial.

[Slide.]

Data nonitoring commttees have been given a
variety of responsibilities. | think it is inportant to
recogni ze that what data nonitoring commttees do has only
recently been widely on the table. A colleague of m ne,
Janet Wttes, wote what has been a widely cited paper
call ed, "Behind Cl osed Doors," about data nonitoring
commi ttees.

They have different approaches and different
structures have been devel oped at a |ot of different places,
and so they don't all run the sane way, and | think we are
in very much of a |earning stage about data nonitoring
comrittees and how t hey work, and perhaps how t hey shoul d
wor k.

Al nost all data nonitoring commttees are invol ved
in evaluating the accumul ating data with regard to efficacy
and safety. That's the bread and butter. They may
reconmend termination or continuation of the study or they
may recomend ot her study nodifications either to inprove
the conduct of the trial or to inprove safety. For exanple,

they may feel that the dose |l evel needs to be reduced.
There is a concern about the level of toxicity that is being
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observed.

Sonme data nonitoring commttees are asked to
revi ew and approve the study protocol. They are asked to
play a larger role in assessing study conduct, and they may
recommend additional analyses if the analyses that the
statistical center presents to them they feel they are not
getting all the information that they need to nmake their
deci si ons.

[Slide.]

Regul atory status. As | mentioned, there is only
one nention of data nmonitoring commttees regulations in the
US., and that is that they are required for the energency
research studies in which inforned consent has been wai ved.

They are nentioned in several guidance docunents.
The ones that have been devel oped by the International
Conmittees for Conduct of Clinical Trials, the Good dinica
Practices. The E-6 guideline nmentions that use of data
nonitoring commttees. E-9 guidelines, statistical
principles for clinical trials goes into alittle nore
detail, not a whole |ot, about data nonitoring commttees.

[Slide.]

Il will just read to you the brief statenent in the
E-6. The sponsor nay consi der establishing an i ndependent

data nonitoring commttee to assess the progress of a
clinical trial including the safety data and the critical
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ef fi cacy endpoints at intervals, and to recommend to the
sponsor whether to continue, nodify, or stop a trial.

The i ndependent data nonitoring comrittee should
have written operating procedures and nmaintain records of
all its neetings, and that is all that is stated. So, there
hasn't been a | ot of guidance fromthe regul atory standpoint
anyway about operation of data nonitoring commttees.

[Slide.]

I would just like to conclude with a nention of
the O fice of Inspector General Report on Institutional
Revi ew Boards that canme out in June of 1998. Despite the
fact that it was focusing on IRBs, there were a coupl e of
recommendat i ons about data nonitoring commttees.

One was that data nonitoring conmttees be
required for trials under NIH, OPRR, and FDA purvi ew t hat
neet specified conditions. It didn't say what those shoul d
be. It said we should figure that out. W need to define
those conditions, and we all should specify requirenents for
data nonitoring commttee conposition.

The second recommendati on was that data nonitoring
comm ttees should have primary responsibility for review ng
and eval uating the adverse experiences occurring in trials,
and that these assessnents, along with sunmmary data, could

be shared with institutional review boards.
Now, there is a working group at FDA that has been
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| ooki ng at these recommendations. | should update this. W
are not considering devel opnment of a gui dance docunent. W
are devel opi ng a gui dance docunent, but it is a difficult
task because, as | said, there isn't a consistent worldw de
vi ew of those these commttees should operate and especially
what is the best way for data nonitoring conmttees to
interface with IRBs, but we are working on this, and hope to
have sone gui dance shortly, which | amsure will be
controversi al

Thank you.

DR. CHESNEY: Thank you, Dr. Ellenberg.

Any questions for Dr. Ellenberg? Yes, Dr. Fost.

Questions fromthe Subcommittee

DR. FOST: Susan, could you say a little bit nore
on this issue? You have witten about it el sewhere, | know,
but your own view on the role of the nonitoring committee
prior to the formulation of the study, the study design, and
st oppi ng points.

As you pointed out elsewhere, it is very difficult
to be a nmenber of one of these things and be ethically
responsi bl e when you are in stark di sagreenent with the
design or with the consent formor with the stopping rules.
But when you are ask, as a condition for being on these

things, to be involved in that, the sponsor or the
i nvestigator says it slows everything down, you are
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m cromanagi ng sonet hi ng that we have spent two years
devel oping with a | ot of experts, we don't need your help on
that, that is not why we are asking you, but that you are
bei ng asked to serve over a project that you sort of feel
unconf ort abl e about.

DR, ELLENBERG | think you are exactly right,
and, you know, | don't need to repeat what you have said,
but my owmn feeling is that if you can't, if you are asked to
be a nenber of data nonitoring commttee, and the protocol
is one especially with regard to what the nonitoring
gui delines are and what woul d be the conditions under which
one mght stop the study, and so on, and so forth, if you do
not feel that that is appropriate, and is going to give
either a valid answer or is going to adequately protect the
safety of the people on the trial, those are the two reasons
for the conmttee, then, | don't see how one can serve on
such a commttee.

| think the only solution is to not be on the
comm ttee.

DR FOST: It is not a trivial point about the
nane of the thing then. If you believe that the commttee,
or whatever you call it, should play sonme role prior to the
initiation of the study, then, get the word data out of

there. | think it should just be called a nonitoring
comrittee or an oversight committee, because if your
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recommendati on | eads to them being call ed data anyt hi ng,
sonebody will say--they usually do--look, we are a data
nonitoring commttee, we are not a design conmittee, we are
not a consent comittee.

DR, ELLENBERG | will tell you what happens when
you just say nonitoring comrittee. People get that confused
with site nonitoring and other kinds of nonitoring. Sone
peopl e say nonitoring, sone people say auditing. No matter
what you do, there are going to be sone people who are going
to figure out a way to interpret it in a way that you don't
want .

So, I amnot so worried about the words, but |
think that in nost cases, the data nonitoring commttee does
get a chance to get a | ook at the protocol beforehand.
agree with you that there is often reluctance, but, you
know, it is the sane with IRBs. An IRB |ooks at the
protocol, and they can decide--and people get irritated with
them too--but, you know, when you have oversight, you are
going to irritate people.

DR. CHESNEY: Dr. Nel son.

DR. NELSON: The question relates around the issue
of objectivity and the sharing of data from nonitoring
comrittees to IRBs and to participants. M/ understandi ng of

one of the reasons data nonitoring commttees were forned
initially was to prevent investigators fromlooking at trend
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data and deciding to walk with their feet and abandon
various trials.

The question | have is the extent to which
i nvestigators, clinicians and participants would want to
know probability data about which armthey are in that is
not reaching a so-called objective p equals |ess than 0. 05,
which is just a statistical definition of objectivity.

How does that square with IRB's obligation to
report results or information that affects the participants
Wl lingness to participate? So, for exanple, if | amin an
armthat has a 95 percent probability of reaching p equals
| ess than 0.05, the study may not stop, but | might consider
that relevant to ny willingness to continue.

DR. ELLENBERG Well, what you are raising is sort
of a fundanental conundrum of random zed trials and one that
many people have wung their hands over for many years, and
some fol ks have witten that it is actually unethical to
keep all these results confidential, and the results should
al ways be out and avail able, and people should be able to
make t hese deci sions.

| think it is recognized that if that were the
case, we woul d never be able to conplete clinical trials,
and | think that, you know, | can see that Dr. Fost is

rai sing his hand, and he is nmuch nore famliar with the
bioethics literature than | have, but | think that there is
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a better answer to that than I would be able to give, so,
Nor man.
DR. FOST: Just quickly. | think the solution to

that, Skip, is the consent form-they haven't to date--and

they need to say there will be analysis of this data during
the trial that will not be available to the investigator or
to you. It may show significance, and we are sinply not

going to tell you that. |If you don't like that, then, don't

be in the study, but a condition of being in this study is
we are going to withhold data unl ess an i ndependent
commttee says it's tine to stop

DR. CHESNEY: Thank you.

| amsorry we have to nbve on because we are
behi nd and we have to start the session this afternoon at 3
o' clock because it's a totally separate session, and we have
new speakers com ng in.

Qur deadline nowis that we have to break for
| unch at 12:15, so, Dr. Murphy is going to give us genera
comment s about the case studies, and then Dr. Birenbaum w ||
give us Exanple A, and we will have 15 minutes or so to
di scuss that first question

Subcommi ttee Di scussion of Case Studies

I ntroductory Remarks

DR. MJRPHY: For the committee, | wanted you to
pl ease note that the questions are slightly different from
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the ones that were mailed to you. W have elimnated the
exanpl e that was not a real life case, so the ones that are
on the table are the ones that we will be discussing today.

We have put before you three | evels of cases or
exanples of trials that we thought were progressing fromthe
| east controversial to the nore controversial, and we wl|l
stop at the end of each set of exanples and present
guestions to you.

The nedical officers who were involved and worKki ng
in selecting the exanpl es and devel opi ng the questions w |
present themto you. W have tried, in response to the
commttee's requests last tinme, to provide nore details, and
yet devel op sonme conmonal ity anpongst the cases that we are
not tal king about so specific that we can't apply sone
broader principles to these.

W reviewed quite a binderful of cases in trying
to develop the commonalities in the case and then have them
be slightly different, so that we could pose or focus the
gquestions for you.

We | ook forward to your discussion. The
categories are the add-on studies, which is a drug or
pl acebo are added to an established therapy on which the
patient has rel apses or |less than optimal control of

di sease.
What we are calling the classical placebo-
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controlled trial, basically, that is a placebo-controlled
trial where there is no approved pediatric therapy.

Approved adult therapies may have failed in prior pediatric

studies. That will be the second category.
The third category of trials will be withdrawal
trials, which will be random zed w t hdrawal studies possibly

wWith early escape features that decrease the duration of
exposure to a therapy that is ineffective for a given
patient.

Dr. Birenbaum if you would come on up and present
the first set of exanples.

Exanpl e A: Pediatric Placebo-Controlled Add-on
Clinical Trial Design

[Slide.]

DR. BI RENBAUM As Dr. Murphy said, the placebo-
controll ed add-on trial design exanples for discussion today
are actually taken frompediatric studies submtted to the
agency for review. W have tried to provide enough det ai
in the description of these studies for the committee to
focus its subsequent discussion and the questions that
follow are to provide an opportunity for the commttee to
comrent on both the ethical issues specific to each study,
as well as the trial design in general

In our first exanple, asthma, children with the
condition were stable but with I ess than optiml control of
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signs, synptons, and/or exacerbations.

After fulfilling the enrollment criteria, patients
recei ved standard of care plus study drug or standard of
care plus placebo. Standard of care included continued
mai nt enance of prior pharnmacol ogic therapies, such as short-
acting beta agonists and additional asthma controller
medi cat i ons.

Specific trial design elenments in this study
i ncluded several hundred 2- to 5-year-old children with a
hi story of asthma who were enrolled at nultiple centers. A
t wo- week, single-blind standard of care plus placebo run-in
period, which assessed random zation eligibility and patient
conpl i ance.

A 12-week, doubl e-blind random zed active
treatnent period in which patients received either study
drug plus standard of care or placebo for standard of care.
The protocol further specified a 36-week open | abel
extension period to determ ne safety and tolerability, an
action plan for worsening synptons in individual patients.

Criteria for individual patient discontinuation
fromtreatnent, and a blinded interimanalysis that assessed
and conpared adverse events and exacerbation frequency of
asthma. | should point out this was not a data nonitoring

boar d.
Saf ety nmeasurenents included adverse event and
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ast hma exacerbati on nonitoring, physical exam vital signs,
routine labs, and twice daily peak flow nonitoring. The
ef fi cacy paraneters included daytinme and nighttinme asthm
synpt ons.

[Slide.]

In our second exanple, seizures, children with the
condition are stable, but have | ess than optiml control of
the seizure events. After fulfilling enrollnment criteria,
the patients were random zed to receive either standard of
care plus study drug or standard of care plus pl acebo.

They will have continued mai ntenance of ongoi ng
phar macol ogi ¢ therapies, and additional child designed
elenments in this study included or will include 50, 3- to
12-year-old children with partial seizures, a 6-week
baseline period with patients on standard of care to assess
random zation eligibility and conpliance, followed by a 12-
week doubl e-blind, random zed pl acebo-controlled trial in
whi ch patients received either study drug plus standard of
care or placebo plus standard of care.

The protocol further provides criteria for
i ndi vi dual patient discontinuation fromtreatnent and
standard neasures of clinical and | aboratory safety
paraneters. The prinmary efficacy paraneter in this study is

a reduction in frequency of partial seizures.
These two trials are exanples of studies in which
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the Food and Drug Adm nistration is confortable using this
clinical trial design. It is less clear whether trials of
this design necessarily warrant use of a data safety
nonitoring board or data nonitoring commttee.

Further, differences in the clinical inplications
of di sease exacerbations may be different across the
spectrum of nedical illnesses, for exanple, an asthma
exacerbation versus a seizure event.

We ask that you consider these issues in your
di scussi on of the foll ow ng questions:

[Slide.]

Is there a situation, population, disease or
condition where this type of placebo-controlled study would
not be appropriate?

DR. CHESNEY: Wy don't you read through all three
questions and then we will allot a certain anmount of tine
for each one.

[Slide.]

DR. BI RENBAUM \What role, if any, does a data
safety nonitoring board play, is it necessary for the
et hi cal conduct for each of these trials? Does having
stopping rules for individual patients affect this decision?

[Slide.]

What are the differences in level of norbidity or
disconfort in children that woul d recommend use of a data
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safety nonitoring board?

DR. CHESNEY: Thank you very much.

So, our first question: |Is there a situation,
popul ati on, disease or condition where this type of add-on
pl acebo-control |l ed study woul d not be appropriate?

Yes.

DR. WLFOND: Well, | think the question would
focus on why is it the case that optimal therapy isn't
wor ki ng, in other words, is it because they have been
receiving a range of therapies, are people perhaps not
havi ng access to standard therapy or the best therapy.
Perhaps they live in an area where they don't get access to
good nedi cal care.

| think that would be a reason where | think we
m ght be very concerned about offering a clinical trial
rat her than the ideal therapy. It strikes nme that one
solution would be to have a Iist of standardi zed approach
saying what treatnents a person ought to be on before it is
concl uded that they have not responded to optimal therapy.

DR. CHESNEY: Thank you.

DR WOLFF: | wasn't sure whether the discussion
should be Iimted to these questions. There are some prior
questions which I don't understand.

Wiy is safety and efficacy neasured after the fact
i nstead of before? 1In fact, in all four of these, it
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sonmehow cones in the nmddle, and there is no prior Phase |
or Phase I1.

Anot her question is why does this protocol specify
several hundred children instead of a specified nunber, so
you could do sonme estinmation. Maybe these are not rel evant
to your question, but they would certain be of concern to
anybody who does an I RB review of these.

DR. CHESNEY: Dr. Murphy, do you want to comment ?

DR. MJURPHY: | think that again, the |level of
specificity could get us down to a very individual case, and
we were nmaking the assunptions that in this situation, you
woul d have nothing in the Phase | or Il trials that would
nodi fy your behavior in response to this question. So, if
it is not there, we didn't put it there because we nade that
assunpti on.

Secondly, we did round the nunbers. W tried to
take actual cases again because you woul d have nmade these
statistical assessnments on whatever you thought the
difference would be, and so we didn't want to get into
maki ng that difference. W thought we would prefer the
di scussion to focus nore on if there were a class or if
there were sonme broad category of safety or sone other issue
besi des the cal cul ation of the difference.

DR. WOLFF: But this first one in particular, both
of themactually, specify that the safety and efficacy wl|
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be done in the course of the study. AmI| m sunder standi ng?

DR. MJRPHY: Basically, the conduct of the trial
is to |l ook at the performance of this therapy for both its
safety and its efficacy. You have set the trial up to | ook
at that issue.

DR. TEMPLE: Maybe the question has to do with the
definitions of what the trials of various phases do. It is
common to describe Phase | studies as assessing safety.

Wll, that is sort of true, but they assess the safety of a
single dose, which is not the full-bore assessnent of safety
that you are looking for. So, they do get you a little bit.
They tell you that it is tolerated and nothing terrible
happens.

What a Phase Il study neans in this context is a
little hard to say. The first controlled trial studying
effectiveness is either a Phase Il or a Phase Il study, it
is sort of a matter of definition.

Whet her this kind of trial should precede the sort
of exposure safety trial that is common in pediatric
settings could be debated. This gives you a better quality
of information than just exposing a couple hundred peopl e,
but you are not going to carry out a very |ong-term pl acebo-
controlled trial, so you don't really have too nuch choice.

Sonetinmes an active control trial if there was
somet hi ng you could study can get you safety, but | think
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the thinking is this would be a relatively early trial
before you know a great deal. O course, you know
everything in adults, which is rel evant.

DR WOLFF: | will shut up in a mnute, but is the
i dea to save sone tinme?

DR. TEMPLE: You nean by studying safety and
effectiveness at the same tine?

DR, WOLFF:  Yes.

DR. TEMPLE: Well, see, | would say you always do
that in a placebo-controlled trial. You are |ooking for the
rate of--depending on its size--you are |looking at the rate
of relatively commpon adverse events, and you have a contro
to see any difference between, even in an add-on study, too,
the difference between the group that gets the new drug and
the group that doesn't on safety endpoints are presumably
side effects that are due to the drug.

You learn that, and you also | earn whether it
works. | mean you al ways do that.

DR. MJURPHY: | guess we would say that you
shoul dn't put any product into a child where you are not
going to assess the safety aspects of it.

DR. CHESNEY: Dr. Gorman had a question.

DR. GORMAN: In response to Question 1, it seens

to me that--and the discussions on the IRB on which I sit--
al ways deals with the placebo controls and the anmount of
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safety for escaping people fromstudies with acute
exacerbation of their diseases, and both asthma and seizures
present good exanpl es of those where the exacerbations can
be imedi ately life-threatening or very rapidly life-

t hr eat eni ng.

In these kinds of situations, placebo-controlled
studi es woul d be acceptable to our IRB as | ong as that
safety was a little bit nore aggressively assured than in
this protocol where it says that AE's will be nonitored, but
no escaping is allowed or it is not discussed very
dramatically in this protocol

DR. MJURPHY: Thank you. So, what you are sayi ng
is that basically, you just need clearly defined escape
rules for the individual patient.

DR. GORMAN: Correct.

DR. CHESNEY: Dr. Nelson had a question.

DR. NELSON: It is actually on the open | abe
extension portion of the asthma exanple. |n other
conditions, particularly some areas such as depression and
psychol ogi cal problens in a situation where there may be a
possibility of a positive response to placebos or a
spont aneous rem ssion, our conmttees occasionally struggle
with the fact that you could have soneone on the initial

random zed trial that is on the placebo arm doing just fine,
and then is exposed to the drug unnecessarily.
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We have tried to suggest, sonetinmes successfully,
sonetinmes not, having the second phase not be just an open
| abel, but to continue the blind and allow for perhaps
crossover. If | recall, inreading, |I think it was E-10
that m ght have even been the suggested nodel .

So, there are circunstances where the second open
| abel phase presents sone problens to those who are doing
just fine on placebo.

DR. CHESNEY: Dr. Tenple.

DR. TEMPLE: You could also, if you wanted to
| earn nore about |ong-termeffectiveness or naintenance, use
bot h the responders on drug and concei vably the responders
on placebo, enter theminto a trial in which they are
treated for a period and then randomy wi thdrawn with the
potential for early stopping as soon as exacerbation occurs.

One of the things you al ways want to know is
whet her you have persistent effects. On the whole, nobody
is prepared to do a six- or eight-nonth placebo-controlled
trial in these settings. So, the random zed withdrawal wth
a standard for stopping therapy and crossing themover is
per haps one way to get at that.

There is al so usually debate about how long to
treat people, so it hel ps answer that question.

DR. MJRPHY: Let me ask you. Dr. Tenple just nade
a statenent that nobody would do a six- to eight-nonth. Are
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you suggesting, then, in the extension trial, that it would
be appropriate to continue?

Certainly, the children, if you had clear stopping
rul es, would have been discontinued that you would prefer
then that we have a random zed | ong-term extension as a
possi bl e alternative approach?

DR. NELSON: | guess the devil is in the details
of what particular situation you are studying. M reaction
to this particular protocol we reviewed | ast week was it
wasn't clear to ne why they didn't just design a six-nonth
trial instead of do a six-week trial with a six-nonth
ext ensi on.

As | ong as you are clear about who has responded
wel | and have clear evidence of that, and have clear ways to
respond to those who have responded poorly or are having
difficulties, we were unclear why you couldn't just sinply
maintain the blind if indeed soneone was doing just fine,
and not start giving thema drug that they don't need if
they are on pl acebo.

DR. CHESNEY: Dr. Murphy, some guidance. Shall we
go on to Question 2 given only 10 mnutes left?

DR. MJURPHY: Two hands to your right. W would
i ke to hear their coments.

DR. CHESNEY: So, we will stick with Question 1.
Dr. Fink
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DR, FINK: Yes, | have a question. 1In this study,
particularly with asthm, what happens when the standard of
care involves the mgjority of study drugs? Many of us woul d
define an inhaled steroid as a standard of care for asthmg,
at | east noderate or severe, and yet, the mpjority of the
studies are of inhaled steroids of various manufacturers, so
that they usually exclude the use of an inhaled steroid to
go into the placebo-controlled trial.

So, the exclusion criteria often take you out of
t he standard of care criteria.

DR. MJURPHY: | think we try to get at that |ater
on with the withdrawal, you have a popul ati on where the
standard of care already is the steroid. Wat you are
saying is that--and that is what we were trying to get at,
what | evel of exacerbation--you are saying that one woul d
say any child who is having exacerbations could not go into
this trial because they would first need to go on to an
i nhal ed steroid?

DR. FINK: Yes, the standard of care would say
that that is actually the appropriate treatnent, but then
the study prohibits you fromparticipating if you are
al ready on the inhal ed steroid.

DR. TEMPLE: If this is a case where you could

conclude that an active control non-inferiority trial to
added steroid was persuasive, and perhaps with steroids you
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could, that m ght work and you m ght be able to do that kind
of trial.

If it is anot so dramatically effective drug
where you couldn't with any honesty assert that there is
assay sensitivity, then that trial wouldn't be informative
anynore and you woul d have to either abandon hope and forget
about it or do the sort of thing that D anne nentioned, we
tal ked about |ater, do a random zed withdrawal trial,
wat ching very closely for exacerbation, and you woul d have
to deci de whether you are confortable with that design.

DR. FINK: Then, it would seemthat it would |ead
to potentially the conclusion to your first question, that
this type of study design would be inappropriate for any
popul ati on where the standard of care included a drug of the
cl ass under study.

DR. TEMPLE: Actually, the definition of this case
was where that hadn't been true. You are right, that is a
very good question, but this case ducked that question.

DR. FUCHS: Hopefully answering one situation,
then, | guess people would probably have problens with this
study is if you are using IMas the nethod of delivery.
nmean if you had to give a kid, not necessarily asthm, but
seizures, you were all assumng it's either inhaler or by

nmouth. | think a | ot of people would have problens if you
are going to be telling soneone they are getting a couple
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shots a day, and it could be a pl acebo.

DR. MJRPHY: So, you are sayi ng where--again,
trying to address the situation it woul d be unacceptabl e--
where you have a standard of care that is |ess invasive and
| ess distressful than the product which is nore distressful
to the child, is that your statenent?

DR FUCHS: That is how!| would foresee it, and |
woul d think that a | ot of parents would see it that way,
t 0o.

DR. TEMPLE: | thought you were addressing the
gquesti on of whether you should give an injection placebo.

DR, FUCHS: Well, that, too. | nmean if you have a
standard of care that is not an injection, obviously, and
then you add anot her nedicine, but the placebo is going to
have to be the same nmethod of delivery that your new
medicine is, | think you would have a | ot of problens with
that. It could be the sane for an |I.V. nedicine, too, you
are just sort of taking it at a different phase.

DR. TEMPLE: You wouldn't object to one in which
there was no treatnent, though

DR FUCHS: No.

DR. TEMPLE: And then the question would be
whet her that is a credible study without a blind.

DR. CHESNEY: Dr. W/ fond.
DR. WLFOND: | have another issue related to the
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i ssue of optimal control, which is not the question raised
before, regarding the cause of the optinmal control, but the
concern that particularly in studies in pediatrics, you
woul d at | east potentially worry that the notivation of
parents to enroll their child in the study was precisely
because of the lack of optimal control, and I amjust
raising that as a question. This creates a tension that
per haps the notivation for participation woul d be based upon
that concern, and you ought to at | east make sure that there
are ways of at least providing clear alternatives to the
study in that regard.

DR CHESNEY: Dr. BotKkin.

DR. BOTKIN: | think this discussion highlights
some of the difficulty about defining the standard of care,
and | would say the issue is a little bit broader than what
Dr. Fink had raised, and I would point to the antiseizure
nmedi cati on exanple and say if a patient were to enter the
study with poorly controll ed seizures on one seizure
medi cation, is that person receiving the standard of care or
not .

I would contend that by one definition, you m ght
say that indeed they have since you are attenpting to
control those seizures. By another definition, you would

say they hadn't since they hadn't progressed through what is
a typical sequence of events, which is either increasing the
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dose or adding additional agents, et cetera.

So, | think there is arisk with this type of
justification, that patients who are inadequately treated
are defined as being on the standard of care, and then
justifying their inclusion in an add-on protocol.

DR. MJURPHY: | would say that your point is well
taken and we clearly would say that for this trial design,
called an add-on trial design, the standard of care would be
that which is acceptable in the community at that tine.

The usual approach is that if a child is having
sei zures and they are not controlled with one
anti convul sant, that they would receive anot her one before
they woul d be considered in any sort of control. Then, that
woul d be two therapies that woul d be considered the standard
of care.

Again, we didn't want to say two versus three for
a specific disease, but try to get to the fact that there
woul d be a defined standard of care.

DR. CHESNEY: Dr. Tenple.

DR TEMPLE: It is not uncommon in these trials to
observe peopl e on the supposed standard of care during the
| ead-in period. |If they then fall below the |evel of
control that was considered necessary for the trial, then,

they wouldn't enter it. So, it gives you an opportunity to
check for poor conpliance and obtaining the optimal |evel,
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and things |ike that.

| guess it seens worth noting that nost of the
drugs for epilepsy are not exactly pleasant, and have their
own problens, so that you can imgi ne that people would
deci de on a standard of care that wasn't necessarily optinmal
sei zure, but was sone bal ance of seizure control and ability
totolerate it. But a lead-in period is the normfor these
types of trials. Just take our word for it.

That is how they enter the screen, but then they
woul d be | ooked at further usually. Dr. Katz is here and
can tell nme if | amright about that. There is often an
observed | ead-in period on whatever the supposed opti nal
standard control is.

DR. MJURPHY: And that is why you see that in both
of these.

DR. CHESNEY: Dr. O Fallon

DR. O FALLON: No one has nentioned the fact that
one of the limtations of this study design is that actually
the question it is answering is whether this new therapy is
effective in conjunction with the standard, whatever you
choose it to be, and that really doesn't answer one of the
guestions you have been wanting, which is, is it effective,
by itself even.

So that is a design limtation. It my be one
that has to be accepted at the beginning, but we have all
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seen therapies in which the timng and the order in which
the therapies were delivered, two things can be effective
when gi ven one way, but not in the other way, and there are
all those other issues that will never be sorted out with
this particul ar design.

DR. CHESNEY: Dr. Ward.

DR. WARD: | just wondered if you woul d consi der
| abeling this then for poorly controlled seizures as opposed
to for seizures, because you have a very sel ected popul ati on
to start with in which you are testing.

DR CHESNEY: Dr. Kauffman

DR. KAUFFMAN: | was going to make a rel ated
point, and that is it seens to ne that one of the
limtations of this approach is, particularly with the
seizure exanple, is we intentionally selected a refractory
group of patients, so there is a high probability of show ng
non-ef fi cacy where the drug may really be efficacious in
anot her setting or subpopul ati on.

DR TEMPLE: Al those |ast comments are
absolutely right. The problemis that it is not easy to
eval uate drugs in this setting. One proposal is, oh, just
conpare it with dilantin, but if you don't know what the
seizure rate in the absence of therapy would be, you don't

have any evi dence that you have got any activity at all
You just don't know unless you | et the person escape from
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t her apy.

So, this is a conprom se, not an entirely
satisfying one, that gets you at |east sone information on
whet her it works when you add it to the other therapy.
Furthernore, you could say, well, that is the nost inportant
probl em anyway, people who aren't being well treated by
avail abl e therapy, that is the biggest problem

How to get nonotherapy is not well known. There
are sone careful w thdrawal designs--Barbara van Zw eten can
tal k about those--and they are actually nmentioned in the E-
10 docunent, but how happy everybody is with those could be
debat ed.

As long as it is considered bad to all ow people to
have nore seizures than they otherwi se would, and there is a
pretty good case for that, this is a very thorny problem

DR. CHESNEY: Dr. Hudak

DR. HUDAK: | think one of the problens with this
particul ar study design, too, that hasn't been explicitly
recogni zed is the fact that this is, as Judith said, a test
of standard versus standard plus new.

One has to realize that in that setting, depending
what the agents are and what the biology is, there is always
the potential that the standard plus new is worse than the

standard, when, in fact, the standard versus new m ght show
the new better than the standard when you are | ooking at
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either safety or efficacy.

So, one has to step back and consi der those issues
in these trial designs, too.

DR. MJURPHY: The other answer is that yes, we
woul d be labeling it as Dr. Tenple alluded to. W would not
be labeling it for nonotherapy, it would be | abel ed for
adj uncti ve therapy.

DR. TEMPLE: There is one nore problemthat |
shoul d nmention that you haven't yet. You can't really work
up a drug that is simlar pharnmacologically to the drug you
have already got this way, and that nmeans that if it has a
better side effect profile, you can't really discover it
this way.

W see this on--just to divert for a second--in
heart failure, the current therapies have to be given, you
have to give everybody a diuretic, you have to give
everybody an ACE inhibitor. Now you have to give them a
beta bl ocker and pretty soon you will have to give them
Al dact one.

So, all of the trials are add-on trials, but if
sonebody has a new ACE inhibitor, you can't study it that
way unl ess you can cone to the conclusion that an
equi val ence trial would be informative, which is a different

guesti on.
DR. CHESNEY: One |ast question, Dr. Spielberg, or
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comment .

DR SPIELBERG | think all these coments are
really right on the mark. The issue, though, in al nost any
drug devel opnent programis that it is iterative, and you
get certain information fromone trial that will lead to the
next design for the next trial where you are confident that
the drug in fact works and is tolerated reasonably well in a
popul ation. It is sufficient to go froma nore severe
popul ation into a | ess severely affected population with a
different trial design. It may be a conparative best node
t her apy.

But the issues again are really iterative ones and
| suppose the question that Dianne is asking here is if this
IS an appropriate acceptable design to initiate a program
for conmpounds |ike this.

DR CHESNEY: | think we have to break now for
| unch for just half an hour, please.

[ Luncheon recess taken from 12:20 p.m to 1:10
p.m]

DR. CHESNEY: | think we are ready to begin.

Just two housekeeping i ssues before we start. The
first one is that we do have to start our break at 2:45
because of the new topic to be discussed at 3 o' cl ock and

new speakers. |In order to do that, with Dr. Mirphy's help,
we have prioritized the remaining questions, so we wll not
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be doing all of them Several of themcan easily be handl ed

t oget her.

| think as the other exanples are presented, you
wi |l see which questions we have decided to address and
whi ch ones we won't, and we will only address one nore

question for Exanple A, and that is the second one.

What role, if any, does a data safety nonitoring
board play, is it necessary for the ethical conduct for each
of these trials? Does having stopping rules for the
i ndi vi dual patient affect this decision?

Comments? Yes, Dr. Ward.

DR. WARD: Because the second therapy may alter
the effectiveness of what is viewed as standard of care
t hrough either induction of its nmetabolismor inhibition of
its netabolism the previous |evel of control of the
particular clinical synptons may change dramatically, and
havi ng ongoi ng nonitoring of that I think protects the
patient in both of these clinical situations.

Even though | think we have chosen clinica
situations, clinical conditions that we view as not |ife-
threatening, they certainly can end up being alnost |ife-
threatening or leading at |least to hospitalization. | think
that needs to be detected in a tinely fashion.

DR. CHESNEY: Dr. Fink.
DR FINK: If we take these exanples where both
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studies are only 12 weeks in duration, | don't think it is
practical to have a data safety nonitoring board. By the
time you actually could look at nmuch data, the study will be
t er m nat ed.

So, | think that where trials are under probably
six nmonths' duration, use of a nonitoring commttee probably
isn't that practical.

DR. CHESNEY: Dr. Ellenberg, do you want to make
any conment about that?

DR, ELLENBERG | think part of it depends on--it
may be only a 12 week course, but if it is going to take
several years for the study to be conpleted, you m ght want
to have sonmebody wat chi ng.

| think what | want to say nost is that this kind
of trial obviously needs careful clinical nonitoring. The
guestion about whether it needs a separate, independent
group nonitoring, |ooking over the shoul der of the people
conducting the study is another issue. | don't think there
Is any question that it has to have nonitoring, and a trial
like that may, in fact, benefit fromdata nonitoring
commttee, but you would need to tease out what are the
speci al things about it that would require the separate,

i ndependent committee as opposed to having the usual people

who are nonitoring trials just taking care of it internally.
DR. CHESNEY: Dr. O Fallon, do you want to comrent
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or did she say everything?

DR. O FALLON:. W do want to keep the length of
time that the patients are on the study separate fromthe
length of time it takes to do the study. That was ny major
reaction to what you have, but that other business up there
about stopping rules for the patient and agai n the stopping
rules fromthe study are two very distinct things, and |
t hi nk we have got to keep them separate.

DR. CHESNEY: Dr. Fink.

DR. FINK: The other issue | think that cones up,
and | think it could pose a risk with a data safety
nonitoring commttee, at least with asthnma there is a marked
seasonality toit, and if you take the wintertine and you
| ook at a new therapy, it is going to |ook highly
i neffective or potentially worse than standard treat nment
because of the increased asthma exacerbations that occur
every winter. So, seasonality is also going to play a role,
at least in sonme of these disorders.

DR. MJURPHY: So, what | have heard thus far is
that in these two trials, which we have described for you
and which we woul d have cl ear escape or stopping rules for
the individual patient, and understanding that it is going
to take | onger than 12 weeks, but for this situation | heard

one opinion that because this could affect the efficacy of
your standard of care that you should have a DSMB, and the
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ot her was that we do not need a DSMB

Is that what you are saying or not? Again, what
Susan said was what we are trying to point out. W would
have very clear stopping rules for individuals in these
trials.

DR. CHESNEY: Dr. WIfond.

DR. WLFOND: What occurs to ne is that | wonder
if even with the stopping rules, if it was a case that
suddenly al nost every patient was bei ng stopped very
qui ckly, would that be the sort of information that woul d be
a factor in a decision to continue the trial. |If that was
the case, that mght be the role that a DSMB m ght pl ay.

DR. MJURPHY: So, there may be a role in these
types of trials, particularly if you knew that there m ght
be an issue with interactions or that that was a problem or
there is any other particular reason to think that there may
be a worsening of the standard of care therapy particularly.

DR. FOST: Joan, there is a confusion here between
escape gui delines and stopping rules. Any study like this
woul d have escape guidelines or rescue guidelines is the
word where any individual patient could stop on his or her
own account, or their parents, or their doctor. Stopping
gui delines have to do with an overall trend in the tria

whi ch shows that the drug is either toxic or unsafe or is
not likely to produce a neani ngful result.
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Whether it is meaningful to have a DSMB for that
reason depends on nore information than I can glean from
this, like howlong the trial is going to continue and Dr.
Fi nk' s poi nt about whether there is enough tine to
i ntervene.

DR. MJURPHY: So, length of the trial.

DR CHESNEY: Dr. Gornan.

DR GORVMAN:. But even in a 6- to 12-week trial,
enrol I ment coul d take place over several years, and the
data, well, that is correct, for the individual patient it
woul dn't nmake nuch difference, but for the trial managenent,
and | guess what we all need reassurance about as we are
sitting here trying to discuss this data safety nonitoring
board is how frequently the data is nonitored in regards to
how significant we think the effects will be, and |I don't
t hi nk we have enough data to really make that decision, and
we all are on the side of caution or nostly all are.

DR. CHESNEY: Dr. Wolff.

DR. WOLFF: | think especially in the second case,
where you really don't have a honbgeneous group of parti al
sei zures, and sonme of themare on any kind of medication
where the addition nmay cause very serious effects, | don't
see why there should be a question about a DSMB.

DR. CHESNEY: Dr. Spiel berg.
DR. SPI ELBERG The other practical thing,
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addressing what Dr. Ward brought up with respect to drug-
drug interactions, in these kinds of trials, particularly
wi th the anticonvul sants, many of which are inducers and
i nhibitors of drug nmetabolism in addition to an external
safety nonitoring board, it is often hel pful having an
unbl i nded physician who is keeping track of drug |evels of
t he ot her drugs.

In many of the trials we did in ny academ c years,
in fact, we had to have sonebody who was responsible for
juggling the other nedications to prevent other nedications
fromgetting into toxic ranges when a new drug was added on.

To the extent that you have to do that will be
dependent on adult studies showi ng whether, in fact, these
drugs are inducers or inhibitors, but if they are and they
are likely to lead to drug-drug interactions, it is very
i nportant to have an unblinded menber of the investigative
team doi ng the adjustnents of the other drugs.

DR. CHESNEY: Are you inplying that there would
need to be a DSMB for themto share that information or how
does that relate to the DSMB?

DR. SPI ELBERG Not necessarily. It is usually a
real clinical trial role, but it is another |evel of naking
sure of the safety of each individual subject in the study

and maki ng sure that none of those patients end up with
unacceptabl e | evel s of the other drugs, either high or |ow,
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because obvi ously, going down coul d exacerbate seizures,
going up could lead to side effects.

DR CHESNEY: Dr. O Fallon

DR. O FALLON: | think the DSMB, its nmjor val ue
is with respect to the conduct of the study, and it does
hel p the study teamin the sense that they provide the
objective | ook at the data. The study team can get pretty
carried away or very much involved in a study, and that's
okay, but then it hel ps to have the DSMB that is there to
hel p to keep things in perspective.

G ven that pediatric patients are so rare, | would
think that al nost every study of this magnitude that is done
woul d end up being a bel |l wether study of some sort, and I
think that we should consider that having to--well, the
DSMB's ought to be part of the normal way of doing business
in the pediatric research of these bell wether issues.

DR CHESNEY: Dr. Kauffman

DR, KAUFFMAN: | wanted to ask Dr. Murphy would
these nonitoring commttees be required for a sponsor to
appoi nt or would the FDA appoi nt thenf

The reason | amasking is we have run over the
| ast few years in the Pediatric Pharmacol ogy Research Unit
Net wor k, repeatedly run into situations where a conmpany was

reluctant to place their studies within the network because
they did not want to subject their proprietary information
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t o anot her overvi ew group even accepting confidentiality.
They just did not want to extend the exposure of their
proprietary information.

DR. MURPHY: We would not be requiring them
There is not a regulation that says that we would require
them The reason we are having this discussion is that when
we are designing trials, which we all frequently do, we ford
the safety or efficacy issues, whatever they are, we my
recommend to the conpany that they would be well served by
havi ng such a nonitoring process in place, and we are trying
to define the paraneters in which our experts would al so
t hi nk that.

As far as their proprietary information, | think
t hat the DSMB shoul d be constructed, so that you woul d have
peopl e who woul d know that that is the type of information
that they do not--let me back up.

Peopl e who woul d tal k about what they discuss at a
DSMB shoul dn't be on a DSMB. | think, Susan, can you say it
anot her way? Because it is nore than their proprietary
i nformation that they can get out. |If you were releasing
i nformati on about the conduct of trials to the public, it
can have trenendous inpact in a nunber of ways.

DR, ELLENBERG | think that is very correct. One

of the issues, of course, is that up to this point there has
been a relatively small nunber of trials that have had data
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nonitoring conmttees, and the people who serve on them are
peopl e who often have had that experience before and have
sonme of this understanding.

That is one of the dangers of noving to a
situation where suddenly there is 20 tines as many data
nonitoring conmttees as we ever had, and perhaps not having
all people who totally understand that.

| did want to coment, though, that another side
of this confidentiality issue that we have dealt with is not
so nuch that the conpanies don't want other people to see
the data, but when you have an i ndependent data nonitoring
comrittee, it is generally the case of the conpany itself
does not have access to the interimdata, because the
recommendati ons for what shoul d happen are then nade by the
data nmonitoring comrittee to the conmpany, and that, in ny
experi ence, has caused nuch of the resistance of conpanies
to establish them because they don't want to give up access
t hensel ves to the interimdata.

DR. CHESNEY: Dr. Danford

DR. DANFORD: | aminclined to agree that a DSMB
woul d be very inportant for these studies, but | am nagged
by one coment that Dr. Ellenberg made in her presentation
to us earlier. She said that data nonitoring boards are not

al ways a good thing, and then she didn't say the reasons or
t he precise circunstances where they are not a good thing,
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and | am wondering what she was thinking and whether it
applies to either of these cases.

DR. ELLENBERG | think it relates to what | was
just saying. There are clearly sone di sadvantages to have a
data nmonitoring commttee. They add an extra |ayer of
conplexity to a trial. They add expense. They are
conplicated to devel op and make sure that everybody is
getting the information they need and when.

So, there is an extra layer of conplexity that you
can understand that people who are doing a trial don't
necessarily want to have unless it is necessary. M concern
now is if there are vastly nore data nonitoring conmmttees
put into place than we have had, there nmay not be enough
people with the | evel of understanding of clinical trials.

It is not just the clinical experience, it's understanding
of clinical trials and howto interpret them and all of
t hat .

You don't want people advising you that know | ess
about it than you do. So, a bad data nonitoring comittee
Is worse than no data nonitoring conmttee. That is ny
concern.

DR. CHESNEY: | think that is a real concern. |
was just asked to be chair of a DSMB, and | don't know

anyt hi ng about this particular drug or this protocol. It is
going to take a ot of tine on all of our parts, we are
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i nexperienced, and I amnot sure that it is going to add
much to anyt hi ng.

But | wonder, Dr. Kauffman and Dr. Spielberg, if
you could comment again on this issue, Dr. Kauffmn
particularly, since you do so nmany of these studies and you
haven't had DSMB' s presumably for nost of them under what
ci rcunstances do you think that we shoul d absolutely
recomnmend that there should be one?

DR. KAUFFMAN: | think, in general, where they
woul d be of nost val ue and be feasible or practical would be
in the large Phase Il studies that are going to be spread
across multiple investigators and institutions, and ongoi ng
for a prolonged period of time with a wide range of Kkids
i nvol ved over a period of time, particularly for chronic
condi tions.

That is where | think they would have the nost
value. We do a fair number of short-term pharmacoki netic
Phase /11 studies now, too, and for those, as Dr. Fink
poi nted out, they are frequently opened and done and
finished and cl osed out before you could ever even convene a
data safety nonitoring conmttee, and to delay those four to
six nmonths to get themup and going, and so forth, | think
woul d put such a bl ockade in this whole thing that it would

just be counterproducti ve.
The other issue that was raised | think is very
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i mportant to think about, and that is, with the nunber of
pediatric studies, the increase in the number of pediatric
studi es that we have seen and probably will continue in the
com ng years, to have a data nonitoring safety commttee for
the majority of those, there aren't going to be enough
people with enough tinme to do this.

It is just going to not be feasible to do it, so
we are going to have to be selective and do it where it has
the greatest inpact on children's health, where there is the
greatest potential risk, the |arger studies, the greatest
exposure to the pediatric population, I think that is where
t hey have their greatest val ue.

DR. SPIELBERG | would really agree with Ral ph,
and two other points. | think any situation where
internally you are really concerned about early stopping
either froma safety or an efficacy point of view, a drug
for alife-threatening condition where you want to be able
to make that drug nore broadly available, as rapidly as
possible, with all the appropriate stopping rules put in
there, as well as where you are concerned about toxicity.

On the toxicity side, what Ral ph said though is
al so a concern. O the people listed on those commttees,
one thing left out is anybody really know edgeabl e about

pediatric AE's, and pediatric side effects of drugs and the
ability to detect themand the ability to understand themis
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really sonething of a specialty, and there are very few
fol ks around who really can help out with those kinds of
things. But if you are really concerned about side effect
I ssues, you have to have clinical toxicology involved.

DR. CHESNEY: Dr. Murphy, do you think you have
enough i nformation that we should go on?

DR. MJURPHY: Yes, | do, and | appreciate it
because | think the issues that we hope woul d be brought out
were, which is it would be very difficult to have the
adequate type of DSMB that you would want for every single
pediatric study. | think that we are trying to define the
paraneters, and we think that they definitely should be or
one shoul d at | east consider the discussion that they should
be utilized. So, thank you.

DR. CHESNEY: W will nove on to Exanple B, and
Dr. Rosemary Roberts is going to present that to us. She
will tell us what questions we will address instead of al
t hr ee.

Exanpl e B: Pediatric Placebo-Controlled Trial Design
When There is No Approved Therapy

DR. ROBERTS: Cood afternoon. Al of the
commttee nenbers and the invited speakers have in their
packet, attached to the back of their agenda, the exanpl es,

and it mght help if you just follow through and | ook at
that while | read to you the essential elenents of the case.
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[Slide.]

For Exanple B, there are pediatric placebo-
controlled trials where there is no approved therapy.

Unli ke the other exanples fromA and those that you w |
hear from C today, this is not a pediatric study that has
been submitted to the agency for review

Instead, this outline is taken fromthe witten
request tenplate that the Division of Neuropharm has
devel oped and is up on the web, so | amjust going to go
through the essential elenments of the trial design that we
are requesti ng.

Now, the assunptions for depression are that the
patients have a chronic disease or condition that requires
long termtherapy. There is approved therapy in adults for
the condition, however, there is no approved therapy in the
pedi atri c popul ati on.

The trial design elenents. Age range, it wll
i nvolve children ages 7 to 11, and adol escents ages 12 to 17
wi th equal representation and a reasonabl e distribution
across both sexes.

W are requesting two random zed, doubl e-bli nd,
paral | el group, placebo-controlled acute treatnent trials
with a duration of 6 to 8 weeks.

One of the trials should be a fixed dose study
including two or nore fixed doses of the study drug as well
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as pl acebo.

It is also recommended that there be a rel apse
prevention trial that would involve the random zati on of
responders fromthe acute treatnent trials to continue on
ei ther study drug or placebo, with foll owup observation for
rel apse for 6 nonths or nore.

The request al so i ncludes pharmacoki netic
assessnents that should be nade in the rel evant age groups
and be able to adequately characterize the pharnacokinetics
in those age groups.

The criteria for enrollnment should include a valid
and reliable diagnostic nethod for recruiting children and
adol escents with major depressive disorder.

The study eval uations are to include a scale
specific to pediatric depression and sensitive to the
effects of drug treatnment of pediatric depression, for
exanple, the Children' s Depression Ratings Scal e-Revi sed,
and a gl obal neasure, such as the dinical d obal
| mpr essi on.

The study endpoints should be change from baseline
to a single primary endpoint using the synptomrating scale
chosen for the trial

Routi ne safety assessnments should be included.

In this exanple, there is no approved therapy in
the pediatric popul ati on, but approved treatnment for the
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condition in adults is available. Further, it is believed
that the efficacy in adults denonstrated in adequate and
wel |l -controlled trials cannot be extrapolated to the
pedi atri c popul ati on.

For approval in the pediatric population, the FDA
is requesting that efficacy be shown in two adequate and
well -controlled trials of the placebo control design. For
psychotropi c drugs there is a concern that pharnacot herapy
may have effects on cognitive devel opnent. W ask that you
consi der these issues in your discussion of the follow ng
guesti on.

We are going to focus on Question No. 2.

Recogni zing there is a concern that psychotropic therapies
may affect |ong-termcognitive devel opnent, what ethical

i ssues arise when only information from short-term
therapeutic trials is avail abl e?

DR. MJRPHY: | would like to focus that even a
little nore, or expand it. Wat we are really getting at
here is the question of duration of the studies. The
i nformation you have at the end of a study, which will be
nmeasured in nonths, in which you will be treating children,
and what do we do about the long term not just cognitive,
but | ong-term studi es.

DR. CHESNEY: Dr. Nel son.
DR. NELSON: | guess starting with a question,
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what ki nd of control group would you propose to use for such
a long-termstudy? | nean it would be worthwhile doing it,
but I can't imagine you would want to have a 16-year placebo
control.

DR. MJURPHY: Well, that is the issue. Wat we are
placing on the table is the fact that we do not know how one
woul d have a controlled study in this situation, and what is
the | evel of acceptability of having short-term data know ng
that these products nmay be used on and off over the lifetine
of the child, and when one does not have a way in which we
feel we can design a controlled trial at this point.

DR. NELSON: | guess sone information is better
than none. Are we basically then trying to cone up with a
way to gather information in the absence of a control, or is
there sonme way it could be controlled? | mean you have got
the control guru to your left.

DR. TEMPLE: Well, it's a really hard probl em
You sort of either accept popul ation nornms or do something
like that, or you try to dreamup a design. | have one |
woul d throw out for comrent.

It is probably not known how | ong you really need
to treat people. One could conpare two approaches to
treatment, one in which you kept people on until a year had

el apsed, which is probably not inconpatible with sone
treatment, another in which you kept people on only for two
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nont hs after they had recovered and wait ed.

Now, both of those, | think would have to be
considered within the scope of what standard therapy is, but
conparing them m ght give you sone idea about |ong-term
effects, and you don't know the answer to which is better
yet, so there m ght be sone designs one could work on.

| don't believe a study like |I described has ever
been done, but it doesn't seem i npossible.

DR. NELSON: | guess as a pediatrician, | have
never thought of one year as a long tine when you are
| ooki ng at cognitive devel opnent.

DR. TEMPLE: No. At one year you stop the therapy
and then if they recur, you treat again. The other is at
two nonths you stop the therapy and if it recurs, you treat
again. The assunption would be that you would have--well, |
don't even know this--but you m ght have considerably nore
treatment and maybe a happier kid with the one-year therapy.
The other, the shorter therapy m ght |eave nore epi sodes of
depression, but mght | eave growth and devel opnent
uni npeded. So, you m ght nake the case that that is an
interesting trial.

DR. CHESNEY: Could I ask a question? Can you do
an adequate analysis of cognitive state in a child that is

depressed? |In other words, could you have a baseline that
you could conpare to a year later?
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DR. MJRPHY: | think what we are bringing out here
are all the problenms with this, is that you long-termw se
don't know what the normal outcone woul d be, and you may
have a baseline that is actually worse, and so you are goi ng
to have an outcone in the long termthat is better, and
unl ess you have a control group that you didn't treat, which
we don't think you could do, if you had made the di agnosi s,
t he appropriate diagnosis, unless you have some ot her
hi storical information, that would be very difficult, so we
continue to hear the discussion because we are struggling
with this issue.

DR. TEMPLE: But you mght test cognitive function
at a tinme when they weren't overly depressed. That
certainly seens |like a good thought.

DR. CHESNEY: | think Dr. Gorman was first.

DR. GORMAN. To go back to one of Dr. Nelson's
previ ous points, the random zed withdrawal in studies |ike
this presents sone problens for our IRBs and nmay actually
present an opportunity to answer your question at |east on a
noderately long-termbasis if you use 6 nonths.

Rat her than re-random zing the responders in the
acut e phase of the study, know ng that sone of the
responders will be on placebo, continue to follow them

Wi t hout re-random zation in the follow on course. Then, you
can look at their cognitive skills in the active drug versus
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the placebo in only the responders.

DR. CHESNEY: Dr. Spiel berg.

DR. SPI ELBERG  Just stepping back a little bit to
the nature of the controls, because the first question that
Dr. Roberts raised was that of non-approved therapy as a
potenti al conparator rather than placebo, one of the things
that we are going to face ubiquitously in pediatric studies
that Dr. Tenple didn't even address is that if you have non-
approved therapies, you often don't have fornul ati ons.

If you don't have fornulations, then, in order to
do a controlled study of a non-approved therapy versus your
new drug, not only don't you have a basis for doing it
because the first drug is non-approved, but you also may not
have a fornulation that fits, which often leads into a
doubl e- dumry desi gn, because you can't bind the
formul ati ons. They have different colors, they have
different flavors, they may be bid, they may be tid, they
may be qd. So, you end up with a very conplex study design
whi ch often runs into major conpliance problens, and in a
situation with depression and such, you are going to be
facing it even worse.

The ot her issue, though, is that--and we have
faced this several tines--is if there is no approved

t herapy, you can't even do a best avail abl e t herapy
appr oach.
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You could fall back and say, well, what is
community standard, but then you have to ask what is the
scientific basis of that community standard, and typically,
that will not nmeet FDA standards because the drug isn't
| abel ed in the first place.

So, you are sort of chased around | ooking for a
good conparator that is (a) non-approved, and (b) non-
formul ated, which nmakes from an FDA point of view a non-
doabl e study, but also froma pragnatic point of view a non-
doabl e study because you don't have the nmatched fornul ati ons
avai lable for a conparator. You can't keep the study
bl i nded.

DR. MJURPHY: Steven, this disease, we are talking
about depression, you may not need a different fornulation
because of the age popul ation.

DR. SPIELBERG Although if you I ook at kids down

to 7, fewer than 30 percent will be able to take pills
depending on the size of the pill, and even at 11, only half
the kids will be able to swallow pills, and if you | ook at

those pills that are on the nmarket in the OTC venue, which
is the key to | ooking at what children can and can't take,
the OIC preparations available for the 7- to 11-year olds
are very, very tiny.

Very few of our Rx pharmaceuticals neet those
criteria for friendliness for use, so that really does
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beconme a problem and conpliance in depression obviously is
a major issue, and if the kid has trouble swallowing it the
first tinme, he is not going to take it the second tine.

DR. MJURPHY: Right. | amjust saying it doesn't
make it an inpossible study because you may be able to find
t hose kids who can take the preparation that you have.

DR. CHESNEY: Dr. Wolff.

DR. WOLFF: One of the concerns you rai sed was
about whatever you nean by cognitive devel opnment and its
|l ong-termeffects, is that--

DR. MJURPHY: | really was expandi ng the question.
It's just the long-termeffects, cognitive being one of
them because these are CNS therapi es.

DR. WOLFF: What | neant was that probably neans
something to do with the brain with these pills. At what
poi nt do you then nake a determination that it does or does
not have an adverse effect on cognitive function? Isn't
that one of the problens? It may not be in a year, it may
not be in two years.

DR. MJRPHY: That is the question, how does one
determne that if this may not occur during the i medi ate
t herapy that you can define the adverse event during the
trial, or is that sinply sonething we have to accept.

DR. WOLFF: What | wondered was whet her cognitive
devel opnent really neans cognitive devel opment or you have
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sonme hints about other, nore objective, you know, other than
psychol ogi cal tests.

DR. TEMPLE: The suggestion of follow ng people
who do well on either drug or placebo has sone problemwth
it. The population that does well on placebo m ght be
cognitively different fromthe ones who need a drug to get
better, so that the loss to foll owup m ght what
statisticians call informative, | think I amusing it right,
and you mght be msled by that. It's not a random zed
trial anynore. So, it's treacherous. You m ght choose to
do that anyway, but it could be m sinformng.

DR. CHESNEY: Dr. WIfond.

DR WLFOND: It certainly does strike me that one
of the approaches that people have taken is follow ng people
for a long period of time as the natural history studies,
epi demi ol ogists do this all the tinme, and while they don't
have the advantages of a long-termcontrol trial with
accurate data collection in a prospective study they can
still get lots of information that will accunul ate over
years, so that does strike ne as one approach that could be
used nore comonly than it currently is.

DR. TEMPLE: | think people are encouraged to try,
but subtle differences in epidemologic studies are

treacherous. |If there were a controlled way to do it, then
you would really know.
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DR FINK: If we |ook at the experience with
ast hma where there has been sone data collection, there are
two problens | see arising in even attenpting to do this.
One, in adults who were asthmatic as children, I ess than 30
percent recall a history of childhood asthma at age 30 even
t hough they were hospitalized and on nultiple nedications.

Secondly, we have an epidem ol ogi ¢ study that
shows that there is an increased risk of glaucoma and
cataracts at age 65 with a five-year exposure to inhaled
steroids within a lifetine, and yet everyone feels that the
new i nhal ed steroids are safer.

Are we going to demand 65-year studies of new
i nhal ed steroids to try and see whether they have a | esser
ri sk of glaucoma?

So, | think it is laudable, but anything short of
a national database that records all participation in
clinical trials and treatnment with prescription drugs and
over-the-counter treatnent is going to cone up short of
answering the question.

DR CHESNEY: Dr. Gornan.

DR GORVAN. | wanted to follow up on ny
col | eague's down the table question. Wat did you nmean by
cognitive? | inmediately narrowed that down to intellectua

function, but is it also personality devel opnment? | nean
not in terms of their major disease, but in other
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personality devel opnent. Do people who are on Prozac not
beconme captains of their football teanf

DR. MJURPHY: We were limting it, maybe
i nproperly, to learning, intellectual abilities, not to al
ot her possi bl e behavioral or personality adverse event
potential, but to long-termlearning and intellectua
devel opnent .

DR. GORMAN: Meaning just the intellectual
functions.

DR, MJRPHY:  Yes.

DR. TEMPLE: There are certainly other questions
that m ght arise. You m ght wonder about sexual
devel opnent, for exanple, to pick a possibility for that
cl ass of drugs.

DR. GORMAN: More concerned about sexual behavior
per haps than even sexual devel opnent.

DR. TEMPLE: Yes, that is probably what | neant.

DR CHESNEY: Dr. Nel son.

DR. NELSON: | think fromthe discussion, nost of
us probably feel that it obviously is ethical to try and get
this information. That is the way the question was phrased
in the first place, but if you thought that at best you
could get sone sort of long-termregistry kind of data, is

there any | everage one has in asking for it particularly
after a drug is approved?
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Ef fectively, you are tal king about a |ong-term
post marketing registry of individuals on the drug to be able
to get a hint of whether there is anything going on or not
regardl ess of how hard that m ght be to conclude, but is
there any way that you can ask for that and have it stick?

DR. MJURPHY: Let nme not go to that |ast question
first. | think that the issues are on a registry,
particularly people use the word national database, there
woul d be issues of confidentiality that would be of concern.

I think also when we | ook at sone of the very
limted long-termtrials in pediatrics that we are trying to
take to undertake in other areas, the endpoint neasurenent,
t hese other fields where you have a nuch nore concrete
endpoint is extrenely difficult, and I think we are very
concerned about what endpoint you would be neasuring unless
you--1 mean sonebody was telling the story about SATs or,
you know, and we don't know what that woul d be.

So, | think we have at |east two mmjor issues just
froma very pragmatic perspective, which would be the
confidentiality issues and the |ack of certainty of the
endpoi nt nmeasurenent in this type of long-termtrial.

DR. CHESNEY: Dr. Luban

DR. LUBAN. The one thing that | wouldn't totally

put out of the picture is |imted registry data on sel ected
cases, selected drugs, and sel ected patient popul ati ons.
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will give for an exanple the henophilia popul ati on where
certainly registering of those patients in serial follow up
much of which has been paid for by the pharnaceutica
i ndustry, has provided a vast anmount of information, very,
very val uabl e, and very necessary not only for adverse
events, but also for tasks of daily |iving, school
attendance, and what not.

DR. CHESNEY: Dr. Danford.

DR. DANFCRD: Not only does the length of follow
up present a problemhere but also the breadth of diagnoses
that you m ght be considering. So often, children diagnosed
W th depression don't have that as their sole diagnosis, but
there are ot her behavioral and psychiatric di agnoses that
can acconpany depression, each of which may have an i npact
on intell ectual devel opnent.

So, | would inagine not only a very |ong study,
but a very large sanple group to allow for those confoundi ng
i nfl uences.

DR. CHESNEY: Dr. Roberts and Dr. Murphy, would
you |like to nove on to Question 1, and if so, could either
of you maybe rephrase that or give us a few nore specifics,
or would you |like to continue on Question 2?

DR. MJURPHY: | think it would be hel pful on

Question 1 to just focus in on the actual exanple in which
we have issued witten requests. As we said, we have no
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approved therapy in children. W feel that we do have a
hi story of failed therapies, products approved in adults,
but failed in children, and that we feel that it is
i nportant to be able to answer whether the therapy is
effective in children.

We are asking for two trials, and this type of
trial we feel is appropriate for this situation. |Is there a
situation in which you have a chronic di sease that you woul d
not feel that this is appropriate?

We heard sone of that this norning, and | guess
this woul d be your opportunity to say where you do not think
this woul d be an appropriate trial.

DR. CHESNEY: Dr. Ward.

DR. WARD: Dianne, | guess | would think that
children with bi polar disorder at significant risk for
sui cide would not be one that you would want to random ze to
a placebo necessarily as opposed to all the difficulties
that were described this norning about equival ence, that
t hey probably warrant active treatnent.

DR. MURPHY: So, you are saying the approved
therapy in adults should be taken and basically extrapol ated
to children?

DR. WARD: Yes, because we actually have sone

t herapeuti c gui delines about nonitoring, for exanple, if we
woul d use lithiumor if we used val proic acid for bipolar,
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and those have defined therapeutic ranges.

As a neonatologist, | will confess to being well
out of my level of clinical practice here, but |I do think
that those particular children would be at risk for
del eterious effects on their health by not being actively
treat ed.

DR. CHESNEY: Dr. Botkin.

DR. BOTKIN: | just had a question of
clarification. Wat is neant by approved, does that mean
FDA approved or does that nean approved by the community of
physi ci ans either here or perhaps in other areas |ike Europe
or Asia that m ght have consi derabl e experience with
particul ar agents?

DR. MJURPHY: In this scenario, we are speaking to
approved neani ng FDA approved for use in children neaning it
has been studied in children.

DR. BOTKIN. Well, that certainly raises the
possibility of whether you nay need to have a third armin
t hose circunstances where the nedical community is wdely
usi ng an agent that, for whatever reason, is believed to be
effective, that may need to be included as part of the
clinical trial.

DR. CHESNEY: Dr. Celler.

DR, GELLER: Bipolar is ny bailiwick. | think
t hat everything everybody has said about | ooking at
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depression and bipolar is true. It is very conplicated.
But the major problem has been that the drugs that are
effective in adults don't seemto work in kids.

Some of it may be because the kids present nore
| i ke severe adults, and they are very conorbid and there may
be all kinds of diagnostic reasons. So, you really get into
a problemis you want to do add-on studies of what you woul d
consi der a standard therapy.

| think this has been one of the reasons that has
kept the research fromgoing on is people don't want to give
t hem pl acebo because they are suicidal and so sick, but if
you don't, you can wi nd up doing things you don't nean to.

For exanple, there is rather good data now,
val proate in teenage girls is elevating testerone | evels and
producing later cysts of the ovaries. The reason the data
came about was |ooking at it in children who were fenal e and
epileptic, but it is already in very w despread use in
bi polar girls who are teenagers.

So, | think that that has to be wei ghed agai nst
what you are losing if you have a placebo arm and | think a
very good argunent can be nade that you would want to
hospitalize the children and study them where you can | ook
at them which has been a terrible problemin child

psychi atry because all the inpatient units are cl osed.
| work at Barnes Hospital at Wash U. Barnes has
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closed its inpatient child and adol escent psychiatry unit,
sonet hi ng that woul d have been unthinkable, and it is
I npossi ble to have them on placebo on an outpatient basis in
good consci ence unl ess you are essentially hospitalizing
them at home, which can be done, but at an expense now t hat
with all parents at work now, there is not even one parent
who is at home to do it.

W used to be able to do studies like that, and
one parent woul d be at hone, but now al nbost every famly has
two working parents. So, | think there is a succession of
things that are needed, and one is there has to be sone
financing for inpatient research for children who have
severe depressions and severe bipol ar di sorder.

Then, you can have placebo arns, and then you can
find out what works in this age group, and that then can be
a prelude to the longer term studies.

Just one final point. The question was can you
| ook at cognition in children who are bi pol ar and depressed,
and the answer is it is very difficult because nbst of them
even if they are otherwise brilliant during episodes, which
tend to be very chronic in kids, they are failing in school,
they are not functioning at all, so any inprovenent, whether
it is related to drug or not, is going to nake it |l ook as if

they are functioning cognitively better.
So, it is really going to be hard to deci de what
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you are going to use as baseline to conpare |ong-term
followup to. It nay nmake nore sense to use the baseline
the first time you see themw th 50 percent inprovenment or
sonmet hing as the baseline for later follow up.

DR. CHESNEY: | think Dr. Spielberg was next and
then Dr. Fost.

DR. SPIELBERG | think Dr. Geller really
summari zed our quandary very effectively. There is one
addi ti onal confounder, and that is total nunbers of patients
avai lable even if we had the units available to hospitalize
them and to do the studies.

The nunber of children is very small. As we have
recogni zed in pediatrics in the past, the requirenent for
two, well-controlled studies has often acted as a
di sincentive. W have been told we really do have sone rea
probl ens extrapolating efficacy fromadults here, so we do
have to come up with pediatric study designs, but remenber
t he nunber of drugs out there, the nunber of classes of
drugs out there, the nunber of new therapeutic classes
com ng down the pike, and then the nunber of children
avail able to study even if we had the units avail abl e.

We are going to have to cone up with sone new
paradi gnms, and | think we are probably going to have to cone

up with some new paradi gns rather urgently of howto
eval uate these drugs in the smallest nunmbers of children
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possible, in the shortest duration of tinme, so that
eventual ly, we can get to the point of doing conparative
studi es anong different agents, and see which agents do and
don't work. W are going to run out of patients very
qui ckly.

DR, CHESNEY: Dr. Fost.

DR. FOST: | was going to say that the issue is
not doi ng the placebo-controlled trial, but nonitoring, that
is, it would be okay to do it as long as children are
radically nmonitored until Dr. Geller said it would be
unconsci onable to do this in an anbul atory setting, but then
you al so said that you thought the adult drugs were |argely
ineffective, so |l ama little confused.

Wiy is it unconscionable if there aren't any
effective treatnents out there?

DR, GELLER  That is an excellent argunent that as
you can i magi ne, nmany people nmake to their IRBs all the
time. The problemis that nowadays with fam |ies having
bot h working parents, it is very hard to find sonebody who
can nonitor a suicidal child on an outpatient basis.

If you had the child on no treatnent, it would
probably be inpossible to get famlies to agree to be in the
st udy.

DR. FOST: \What treatnment would you use?
DR, GELLER  What people are using clinically you
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mean?

DR. FOST: Treatnents of no known efficacy is what
you are advocating?

DR. GELLER. | am not advocating that we use
treatnments that have no efficacy. Wat is being used
clinically is people are just purely extrapolating from
adul ts.

DR. FOST: But | thought you said that that seens
not to be worKking.

DR, GELLER If you look at the naturalistic data,
our naturalistic data at the end of six nonths was that only
15 children out of a sanple of 93 had recovered, and this is
very, very different fromadult data on bi polar where you
get nmuch, nuch higher rates of recovery. Only half the
sanpl e were receiving appropriate drugs, the disease is
under - r ecogni zed.

Naturalistic, they were followed by their own
practitioners, but even those who were foll owed by
practitioners giving themadult drugs, in adequate doses for
an adequate period of tinme, they still were not responding
and recoveri ng.

DR FOST: Well, it sounds to nme like you are
describing a situation where there is no known effective

treat ment.
DR, GELLER That is essentially the case for the
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kids, which is why | think you need placebo arns if you are
going to make conparisons, but | think if you are going to
do that in a way that is going to be, as we are talking
about, in an efficacious way, that you are going to need
some inpatient units where suicidal kids who aren't on
nmedi cati on can be, so that parents and the comunity wl|l
accept it as a reasonabl e study.

| think we are essentially in agreenent and
tal ki ng about just sone |ogistic concerns for this
popul ati on.

DR. MJURPHY: | amgoing to try to summarize that
conversation. What | have, | think I heard here, is that
for depression, where we have known studies with products
that are approved in adults do not work in children, we need
to do placebo-controlled trials because otherw se we will
never know or we will continue to experinent on our children
W t hout ever having an answer; that we have real problens
when we get into various other diagnostic entities in this
area, and we have to find a way to study themin the
pl acebo-controlled trials in a safe way, so that the
children are not at any nore risk or hopefully would be at
much less risk than just trying a drug hopi ng--because they
will be in the outpatient--hoping it works, and it may not.

Is that a fair summary?
DR. CHESNEY: Dr. Tenple.



© 00 N oo o b~ w N P

W N B O © ® N o a~ W N B O

SN

191

DR. TEMPLE: At least in the bipolar setting where
peopl e are using drugs |like valproate and |ithium you
probably could do an add-on study even though you don't know
t hose work of some nore conventional antidepressant agai nst
a placebo. That still |eaves the problem of |eaving them
outside the hospital, a problem| have no solution to.

The other possibility is if those drugs really
work so poorly, an effective agent m ght well be able to
beat them so another possibility is being better than the
put ati ve active control

DR. FOST: Joan, the issue of |eaving them outside
the hospital seenms to ne anal ogous to the AZT trial
argunent, that is, no one is going to be worse off. Qut of
the hospital is where they are anyway, so nobody is going to
be worse off. So, half the kids in the trial m ght be
better off, the other half will be exactly where they were
before. You are not introducing any el enment of harm by
doi ng such a trial.

DR. CHESNEY: Dr. Celler.

DR, GELLER | think intellectually | have ful
agreenment with what you are saying 1000 percent. | think
this is nore an issue of the logistics and how you are goi ng
to do the studies with a relatively small popul ati on

conpared to the nunber of adult bipolars in a way that w ||
give you answers in a reasonable anount of tine, and this
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requires having famlies who will agree to have their kids
in the study. | think then you get into other Kkinds of
i ssues of where the kids are safe, and so on.

DR CHESNEY: Two nore comments. Dr. Nelson has
been patiently waiting and Dr. Gorman. Then, we probably
need to go on to Exanple C

DR. NELSON. | just want to keep the question
about the purpose of the relapse prevention trial on the
tabl e, because | certainly haven't been convinced that there
is a need for that, and it would bother nme if you had a
responder, given all this discussion of the |ack of any
evi dence that anything works, and than random ze them back
to pl acebo.

So, if I was reviewing that as an IRB, | would ask
the investigator to give ne a good scientific justification,
put a | ot of safety mechanisns in place, and nothing |I have
heard so far convinces ne that that is necessary.

DR CHESNEY: Dr. Gornan.

DR, GORMAN: | want to go back to Question 2,
whi ch was the cognitive devel opnent issue. Depression
remains, at least in ny clinical practice, a severe enough
di sease that | would want effective therapy to be avail able
and approved even with that hol ding over ny head for a | ong-

termconcern, just |ike for cancer chenotherapy, it's a
di sease that has severe norbidity and nortality, and even
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though I know radiating their brains will decrease their
| ong-termcognitive ability, | still would Iike to have that
treatnment nodality available to nme today for their survival

DR CHESNEY: Dr. van Zw eten.

DR. VAN ZW ETEN- BOOT: One of the questions was
about two placebo-controlled trials, but | got the
i npression that during the trial, you put together children
and adol escents, and that is sonething that we have been
di scussing in Europe, whether or not that is suitable
certainly for depression.

First of all, the way the di sease or disorder is
expressed nay be totally different. The course of the
di sease may be different. The endpoints, at |east the
scales that you use, may be different. Even if they have
the sane side effects, they may be felt different by
adol escents and children. Sexual dysfunction is not
sonmet hing you will see in the younger children, but it
certainly may affect adol escents that are just comng into
puberty a lot nore, and the other way around for other side
effects.

Anxi ety or what we see hyperactivity may be much
nore inportant for the younger children, and therefore, we
tend to say that you should do separate trials, at |east

anal yze them separately, but that neans that you have to
power themin such a way that you better can do separate
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trials. Didyou consider that?

DR. MURPHY: W al ways consi der whet her we shoul d
do the ol der age group first and then go down to the younger
age group. | think the approach is that we woul d have the
appropriate diagnostic tools and assessnent tools that would
be age appropri ate.

Tom do you have any ot her response to that?

DR, LAUGHREN: It is actually a little bit nurky
what the specific requirenents are. Basically, where we
have ended up is that we want at |east one trial that
essentially stratifies to both strata, but would probably
accept replication in one or the other for the second tri al
as sort of a conprom se, you know, given how difficult it is
to do these studies and the fact that sonme of these trials
were already started at the tine that we were negotiating
W th the conpanies.

But given the history of conpletely negative
outcones in the older class of antidepressants, we did feel
that it would be very hazardous to extrapolate fromthe
adult data. So, that is the basis of our requiring
replication in the younger popul ation.

DR. MURPHY: So, | think that what we are saying
is that if you did do a study in the older, you would still

need to do the study in the younger.
DR. CHESNEY: | think we probably should nove on.
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We have only got 35 minutes to do Exanple C, which is the
wi t hdrawal phase. Dr. Hirschfield is going to present the
two different types of patients for Exanple C and tell us
whi ch questions we are to address.

Exanple C. Pediatric Placebo-Controlled dinica

Trial Design Including a Wthdrawal Phase Wen

There is Only One or Limted Effective Therapy

DR HI RSCHFI ELD: Good afternoon.

We have been hearing all day since the early hours
about the withdrawal study design, so we would like to
present two exanpl es and then nove the discussion to focus
on Question 1 and then 3 foll ow ng.

The first exanple is an asthma study. The
patients are considered stable, but they continue to have
intermttent exacerbation on their current therapy whatever
it may be, whatever conbination of drugs m ght be required
to maintain that |evel of control.

There woul d be standardi zati on of care using a
specified inhaled corticosteroid during the run-in phase of
the trial, and we would say the length of the run-in phase
woul d be adequate to establish whatever paraneters m ght be
needed.

That woul d be followed then by random zation to

either an active control, the study drug or placebo during
the withdrawal phase. So, there are three arns, and each
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one woul d get at |east their standard of care plus then the
active control, the study drug, or placebo.

There are specifics which for the sake of brevity
| may skip over in reading through the sheet on this trial
design, but we could answer any questions for clarification
that m ght be needed.

W will nove to the second exanple, which would be
t he hypertensi on exanpl e.

This condition is considered chronic, which would
require long-termtherapy. The patients have mld to
noderate hypertension. The mld to noderate is defined by
the age-adjusted criteria for blood pressure.

We are looking in this particular study design at
children who are in early to md puberty, so we will say 12
to 16 years old, males and femal es. They have their mld to
noder at e hypertension controll ed by nedication relatively
stabl e, so now they have a run-in period which we thought
woul d be a fairly lengthy run-in period of anywhere from 3
to 6 nonths, so that they are stabilized through the range
of their activities.

They receive this study drug for that period of
time. They have their blood pressure neasured at the sane
time daily. Then, they are random zed, and they will be

random zed to receive the study drug at the sane dose or the
study drug at a somewhat reduced dose or at a very reduced
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dose, zero, so they are getting placebo at that tine.

They will continue to have their bl ood pressure
nonitored, and in this trial and in the asthma exanple, on
an individual patient basis. There are prospectively
defined, explicit criteria for escape, for rescue therapy,
or whatever else would be discussed in the protocol, and the
pati ent would then be discontinued fromthe study when these
Criteria were net.

O course, it goes without saying, but I wll say
it anyway, that safety is included as part of the
assessnents.

So, now we cone to the question specifically. 1In
these two exanples, we are asking about the applicability of
a wthdrawal study design to | earn about both efficacy and
toxicity over a relatively extended tine period.

Bot h exanpl es have a |l ead-in tine when al
patients receive the sane therapy after which they are
random zed, so that sone patients continue to receive active
t herapy while others receive placebo.

An inportant el enment of these exanples is the
presence of well-defined conditions or rules for
di scontinuation of the patient fromthe study and treatnent
wi th active therapy.

Qur first question is: Do these exanples
represent an acceptable level of risk for pediatric patients
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in aclinical trial?

DR. CHESNEY: Thank you.

Dr. Nel son.
DR. NELSON: | feel alittle differently about
either one of these trials. | know that we have turned down

as an IRB a trial that involved a placebo group for children
that we thought were on steroids and woul d have been then
taken of f steroids in asthnma.

| think the reason why | mght feel differently is
certainly seeing the short-termrisks of both norbidity and
nortality related to asthma, and the variability in standard
of care and access to care that occurs within certain
popul ations, that the risks of asthma--and this nay just
show ny bias working in an intensive care unit--strike nme as
much different than the risk of hypertension, which m ght be
of f medication for a certain period of tine where there nmay
not be any short-termrisk as opposed to long-termrisk.
That bias may just reflect ny clinical practice, so | am
happy to be corrected on that second point. | think that is
why | feel very differently about these two trials and the
pl acebo group in particular.

| wouldn't be very happy with the placebo group in
the asthma. They are certainly not on standard of care. It

is a very different exanple than the other one, and | don't
think you can put safety nechanisns in place to prevent that
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frankly.

DR. CHESNEY: Dr. Fink.

DR, FINK: | guess | would take the other approach
to the asthma trial. It would concern nme, but | think it

woul d be ethical and doable as |ong as the paraneters for
failing were set adequately, and that is, if you nonitored
pul monary function or peak flow so that you had early

i ndication of failure and did not wait for energency room or
hospi tal adm ssion as your endpoint of failure.

Peak flow, if done properly, is probably every bit
as accurate as bl ood pressure in hypertension, and peak flow
woul d give you an early indication of failed therapy, so you
could set it high enough to prevent exacerbations that were
clinically significant, but it mght, with the natural
variation in asthma, lead to a lot of treatnment failures in
t hat placebo group, which would be just fine.

DR. NELSON: | think rationally, you could design
it that way. The real world would be that it would be that
it would be potentially done in situations where children
didn't have that easy access.

What worries nme the nost about a |ot of these
studies in terns of nmy own bias is having non-pediatric |IRBs
approving them and then these kinds of studies being done

in situations where the basic framework of health care is
not well established where children are getting care because
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they | ack adequate access, and where frankly, | don't think
t he peopl e doi ng themare going to have the systens in place
just for general care that can do it safely.

Certainly, you can design it, and sonme groups
could carry it out safely, | agree.

DR. FOST: Skip, would you be confortable--it
sounds to nme again like a nonitoring problem not a design
problem That is, if it were restricted to popul ations or
i ndividuals in which there were assurances that nonitoring
was adequat e.

DR. NELSON: | would admit it's an open question.

I would be very nervous about it, but it would be open for
di scussion, but the difficulty is that studies Iike these,
once approved, are not restricted to those circunstances.

DR. FOST: But that could be a condition. The IRB
woul d require it, and you could nonitor it through periodic
revi ew

DR. FINK: Since we are getting to asthma trials,
this raises an issue | would like to | guess bring back to
the FDA. To date, FDA has required manufacturers to provide
products or |abel themonly for sale in the sanme format they
are used within a controlled clinical trial, and at | east
for all of these discussions of inhaled nmedications, one of

the primary problens is what is the adherence or conpliance
with taking the drug, and there are devices, conputerized
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devices that can be used with the standard cani sters, that
have not been used in these clinical trials because the
manuf acturers don't want to be burdened with having then to
provi de those for clinical use.

Has the FDA considered allowing a controlled
clinical trial to use conpliance nonitors that would not be
part of the package | abeling or be required for sale?

DR. TEMPLE: There are trials that are conducted
with certain kinds of conpliance nonitors, SMART bottl es,
and things like that, that are definitely not part of the
approved | abeling. They are just designed to optim ze the
avai | abl e st udy.

Were the things that you were describing ways that
alter the delivery, though?

DR, FINK: Well, that argunent cones up that, for
the netered dose inhalers, if you use one of the devices
that has a potentially different pore size, it could alter
drug delivery although it is probably a small effect
conpared to the adherence or conpliance nonitoring you get
fromit, and sone of the manufacturers are trying to devel op
conpl i ance devices that get around that issue.

DR. TEMPLE: Those are worrisonme. As you
obvi ously know, the use of spacers with a |ot of netered

dose inhalers is w despread and by no neans all of those
have actually been tested with any particul ar product. |
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woul d say we find that troublesone, but don't quite know
what to do about it.

Where a spacer or sonething |like is recormended
for use with a particular product, we do ask that it be
studied with that product. It's a thorny problem Pore
size and things like that affect delivery and every aspect
of the effectiveness of the treatnent, or at |least that is
what our pul nonary people certainly believe.

It would be difficult for us to |abel it for use
in a conpletely different way fromthe way it was studied.
Maybe that is sonething that bears nore discussion.

DR. MJURPHY: W are trying to ask in our witten
request that the products are studied in the way that they
are going to be used. W are looking at that and trying to
make sure that those various devices that will be used by
children are | ooked at.

DR FINK: It seens |ike there is an over-enphasis
on the devices, though because if you were going to
logically take that stance, then, a netered dose inhaler
that was shown to be effective in a controlled clinical
trial should have in its package |abeling that this
medi cati on has been shown to be effective when there is
every two-week followup nedical care and revi ew of proper

i nhal er techni que, because | would maintain that although
there are sone delivery differences based on pore size,



© 00 N oo o b~ w N P

W N B O © ® N o a~ W N B O

SN

203
conpl i ance and use of the device and how often you re-
educate the patient are nuch bigger issues, and yet your
package | abeling doesn't say that they have to be seen every
two weeks like they were in the controlled clinical trial
even though you are harder on the devices.

DR. MURPHY: But the point of many of our | abels
are to describe the situation under which the trial was
conduct ed, so that you understand that those are the
circunstances in which this was proven to be efficaci ous and
safe, knowi ng that every step beyond that, that you take,
you i npact it, because we can't possibly study every
variation that may exist out there, and certainly we don't
want to inpact or try to nodify the physician's ability to
do what the think is best.

So, that is why the label had in it howthe trials
wer e conduct ed.

DR. TEMPLE: But you are actually naking a point
that has been nmade by a | ot of people in a slightly wording,
t hat perhaps we shoul d be studying what they call the
ef fectiveness of drugs, that is, outside of the confines of
a very rigid trial, and we have not regularly asked for
t hat .

One of the reasons it is difficult is that as soon

as you introduce a control, especially a placebo control,
nobody believes it is a naturalistic setting anynore, so it
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is not easy to study true effectiveness except
epidem ologically and for the effect sizes that are seen
here, epi dem ol ogic studies and studies in HM>s are not very
good. Now, maybe for sonething hugely effective like a
steroid, maybe that would work, | don't know.

We have generally not asked for trials of that
kind, but I would say there is growing interest in seeing
whet her | ess nonitoring and things like that |eads to a
maj or conprom se in effectiveness.

But it is certainly true, what is in the | abeling
is trials done the way trials are done, very frequent
nonitoring. | mean the hypertension trial, people will be
nonitored every two weeks. No one thinks that is what you
shoul d do in practi ce.

DR CHESNEY: Dr. Kauffman

DR KAUFFMAN: | wanted to conme back for a nonent
to the hypertensive illustration, because that has been a
maj or problemfor us in the PPRU

Wth respect to 12- to 16-year-olds with mld to
noder at e hypertension--and | assune although it is not
stated this woul d be individuals who have no apparent end
organ invol vement at this stage of their life, they are
essentially healthy kids--1 think I could live with this

study protocol very easily and agree that this is an
acceptabl e level of risk, particularly since nost of these
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peopl e are capable of participating in the consent process.
They are old enough to understand a | ot of the risks.

The real problens here are not the theoretical
et hi cal considerations, the way you have laid it out, it's
the practical considerations and it has to do with how do we
st andardi ze bl ood pressure nonitoring, and that is a nmajor
probl em we have struggled with.

Bl ood pressure in this population is very |abile,
and it is hard to establish that they have mld to noderate
hypertensi on over a prolonged period of tinme, particularly
nont hs, consistently. W are supposed to treat themwth,

quote "diet," and nonnedical nmeans in this diagnostic
category. It never works because they don't do it, but that
is what we are supposed to do.

It is hard to keep these kids com ng back for this
frequent a followup. There are just a lot of very
practical issues that get in the way of doing what sounds
very good theoretically, but really ends up bringing ethical
considerations to bear because of our inability to
consistently do the ideal.

DR. CHESNEY: Thank you.

Dr. Gorman.

DR. GORMAN: | guess to follow up on Dr.

Kauf fman's comment, the placebo armin this group woul d have
to have di et and exercise, and even though it is
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problematic, as he brings up, it is also shown to be
effective when it is perforned.

So, a true placebo, by "placebo"” in this
particul ar case, | hope he neans pharmacol ogi cal pl acebo,
not care.

DR CHESNEY: Dr. O Fallon

DR. O FALLON: This particular design struck ne as
the best froma point of view of evaluating the effect of a
gi ven agent of the three that we have | ooked at today. This
one seened to give you the best information about the actual
performance of a therapy.

But what troubles ne about this one and the |ast
one, which is what | was going to say, is the endpoint
measur enent seens to be such an issue. | thought, because |
have not a physician, | thought that you woul d know when
they failed, that that was a fairly clear thing, a doctor
taki ng care of that patient would know when they wanted to
stop that therapy.

That woul d be absol utely essential sonmehow or this
woul dn' t wor k.

DR. MJRPHY: | think what you were hearing is that
there are different levels of failure, and what is inportant
is where you set that |evel of failure, and when we heard

that failure where you end up in the intensive care unit is
not accept abl e.
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Fai l ure where you have a change in your peak flow
m ght be, and that we woul d need--al so, what | heard is we
woul d need sonme sort of other external nonitoring to make
sure that we didn't have so many of these in one armthat it
was unet hical to continue the study.

DR. O FALLON: Those neasurenents, though, we were
heari ng about how highly variable the bl ood pressure
neasurenents were. Definition of failure at the endpoint.
He was worried about going in on the front end, | was nore
worried about com ng out on the back end, when would the
doctor pull the plug on the therapy, because they were
convinced that the patient had fail ed.

DR. MJURPHY: Actually, one of the questions we
elimnated was this sort of getting at sone of these issues,
which is a very long lead-in, so that you woul d get
hopeful |y beyond sonme of the issues of is it real or not,
that it is sustained, but not to the point where you felt
that you could not intervene, that you would have the
alternative approach of the intervention being diet and
exercise, all the things we Iove to tal k about and know are
so hard to do.

DR. KAUFFMAN: There are technical ways to do this
now. For exanple, continuous nonitoring at hone, and so

forth, that are getting us to where we need to be here, so |
thi nk we can get around some of these.



© 00 N oo o b~ w N P

W N B O © ® N o a~ W N B O

SN

208
It is hard to enroll in these because people don't
want to do all this stuff. They know what works.
DR. CHESNEY: Dr. Crawl ey has had his hand up, and
then Dr. Tenple, and then I think we should probably go to

Question 3.

Dr. Crawl ey.

DR. CRAWLEY: | just had a nore general question
in a certain sense. Wen | ook at the question that is

presented to us here, do these exanples represent acceptable
| evel of risks for the patient, | think we all here in the
room have the children in mnd as being in our best
interest, but what | am hearing in the discussion of the
case studies today is largely with regard to the design of
these trials, so that they are in the best interest of the
patients.

But what | am m ssing nyself, and I was just
wondering how the commttee planned to address that, is
really the voice of those patients, the presence of the
patients, of the children, and I know it is not a sinple
guestion or an easy task, but | was wondering how they coul d
be integrated into the discussion.

What | see largely around the table are top-Ievel
professors in Pediatrics who have the best interest of the

patients in mnd, but in the discussion on what is
acceptable for the patient and what is of the interest for
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the patient, | think it is not only the design of the study
itself that is of interest, but also that communication and
that dialogue with the patient that is of inportance.

Thank you.

DR. CHESNEY: Could | just ask Dr. Kauffman to
comment on that because it is ny inpression that these PPRUs
are to sone degree addressing that issue, is that correct?

DR. KAUFFMAN: | am not sure what you nean. At
our place, we did a retrospective survey several years ago,
our coordinators did, to try to glean from60, 70 kids who
had participated in clinical trials what their perception of
it was, and these were kids 5 to 16 years of age, and
overall, they reported back that it was a positive
experience, they would do it again if they were given the
opportunity. Over 95 percent of them said that.

I think Dr. Nelson has nuch better perspective
data that we do on this. He may not want to tal k about it
at this point, but I think he is doing one of the things
that needs to be done to try to get at this issue, how do
ki ds feel about this experience and what is their perception
of taking risks or getting benefits frombeing in a study.

DR. NELSON: What Ralph is referring to are sone
focus groups that | have been doing, which is hard to

summarize. | think every child is going to be different,
and | think part of the challenge is being able to construct
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atrial to allow themto denonstrate that difference ranging
fromkids that wouldn't want to conme close to this kind of a
study to others that | recall. | did a focus group at
Ral ph' s pl ace, and one 9-year-old, who gave an anal ysis of
pl acebo-control |l ed study and tal ked about the two arnms and
said I would be happy to participate. | nean | amsitting
there, jaw hit the table.

So, there is a lot of variability, and | amtrying
sonehow to design things in a way that would allow themto
do that, but the other caveat is, you know, that voice |
think needs to be set within the context the parental
obligation to protect, as well.

The rel ati onship between the parent and the child,
and the parent being able to feel that that voice is within
the franmework of the ability of the parent to protect the
child fromrisks that they woul dn't otherw se want that
child to be under

It is kind of where | have ny doubts about the
asthma, and I am | ess doubtful about the bl ood pressure. |
think knowing the reality of how nost asthma care is
delivered in many parts of the country, which is poorly,
that is partly what bothers ne, just about the franmework
Wi thin which this kind of study would inpact in terns of the

parents' access to health care.
DR. CHESNEY: Dr. Santana and then Dr. Tenple, and
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then we need to go on.

DR. SANTANA: | guess what | heard our colleague
fromacross the ocean say is sonmething conpletely different.
What | think he was challenging us to think is that these
studi es may be okay to do, but we need to think of parall el
studies that go with these to give us a really better
under st andi ng of what kids know that they are getting into
and that they have a true conprehension of what these trials
are asking themto do.

In a study that sonebody at St. Jude did, |ooking
at Phase | trials, and end-of-life situations in kids with
cancer and whether the kids truly understood what a Phase |
trial was and if they had their choice, what was their
choi ce, and you would be very surprised about the type of
responses that this person who was doing the research got.

It's that nost of the kids did understand what a
Phase | trial was, and they nade the right decision when
they wanted to parti ci pate.

So, | think the challenge is that we don't have to
resolve the issue here today, but that some of these very
controversial studies should have parallel studies that help
us get a better understanding of what the kids are truly
under standi ng, and they really know what they are getting

i nto.
DR. CHESNEY: Dr. Nelson wanted to make a fina
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comment .

DR. NELSON:. Yes, | begged for one | ast comrent.
One of my concerns in this arena with the threshold about
pl acebos is particularly if you are |ooking at certain
endpoints that rely on synptomreporting, which within a
trial is the extent to which children report differently,
and | don't think we have really any information about how
endpoints that rely, not on sign recognition, but on synptom
reporting, how that would be inpacted differently in a
pedi atric as opposed to an adult trial.

So, that is one question that causes ne to worry
about the death or irreversible norbidity sort of threshold
in placebo criteria.

DR. CHESNEY: Dr. Tenple.

DR. TEMPLE: | don't have anything about the
rat her interesting discussion that just took place. | just
wanted to observe that if managing to foll ow ki ds because of
the conplexity of their lives is difficult, these kinds of
designs to sonme extent mnimze the period of intense
foll ow. You can nonitor relatively infrequently during the
| ead-in period and much nore intensively even for a matter
of days, for exanple, in a hypertension trial to see whether
t hey have escaped.

DR. CHESNEY: | think our last question before the
break is No. 3. Wat role, if any, does a DSMB play, is it
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necessary for the ethical conduct for each of these trials
to have a data safety nonitoring board?

Dr. Fink

DR. FINK: | would like to raise an issue here,
and | don't know what the nunber is, but | think one issue
that should be | ooked at carefully is that a data safety
noni toring board may be nuch nore inportant in the typica
mul ticenter trial where each individual center may only
enroll 8 to 10 patients, because in that kind of setting--
and it is very common in the asthma trial s--no individual
center has a good feel for the side effects, adverse
reactions, or problens that are occurring in the overal
trial, and as the trials get spread over nore and nore
centers, as is comonly done, the ability of soneone to have
oversight of the entire trial is really Iost.

| don't know if the nmagic nunber is 10 or 20, but
at some certain nunber of centers involved in a trial, an
oversi ght board | think becones probably nore advi sabl e.

DR. MJURPHY: In pediatrics, this problemis
magni fi ed, the fact that we have small nunbers frequently
and need | arge nunbers of centers.

DR. CHESNEY: | think that enphasizes the point
Dr. Kauffnman made al so, they are probably nost inportant in

the larger nulticenter
O her conments? Yes.
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DR FINK: The one other concern | have with this
di scussion of what is ethical, we are evolving into fairly
sophi sticated study designs, and at |east in sone diseases,
li ke asthma, | think we have already seen that it has the
effect that it tends to exclude mnority popul ati ons from
participation in controlled clinical trials, and | don't
know if that is sonething the data safety nonitoring board
shoul d be taking on, but sonehow we need to ensure that
mnority popul ati ons are adequately represented, because the
typical asthma trial that is perforned today is 80 percent
suburban white participants even though the vast majority of
asthma and the burden of it falls on inner city blacks and
hi spani cs.

DR. CHESNEY: Wy is that?

DR. MJURPHY: | think we actually did address the
i ssue of adequate enrollnment of mnority populations in the
asthma trial. Maybe we didn't put it in here.

DR. CHESNEY: This is ignorance on ny part. Wy
are the mnority popul ations not being included? Is it for
conpliance or unwillingness to participate?

DR. FINK: Some of it I think is difficulty in
getting infornmed consent. As a clinical researcher, the
other thing you ook at is your study coordi nators want

patients where it is easy to collect the data and they w |
keep their visits on tinme, and they make data collection, so
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that you tend to choose your best study subjects as the
first ones you enroll.

DR. CHESNEY: Any other comrents about data

safety, nonitoring boards in the setting of the w thdrawal

phase?

Dr. O Fallon

DR. O FALLON: The comments that have just been
made now about what a DMC could do, | see all that

responsibility as being the part of the statistical center
and the study team | don't know how you define a study
teamfor this sort of an asthma trial. | do know a fair
anount about it in cancer.

You know the study teamis a group of people who
are actually running that study, and they are the ones that
are responsible for the information that is com ng out of
t he unfol di ng dat a.

A DSMB in a certain sense overl ooks the conduct of
the whole trial. | think you should have a study teamin
pl ace that would be | ooking--and a data center--that would
be | ooking at the adverse events and that sort of thing.

DR CHESNEY: Dr. Gornan.

DR GORMAN: | amstill struggling for words in ny
non- et hi cal capacity to explain why w thdrawal studies are

so difficult for us, and when we random ze goi ng forward,
there is an equal chance you will get benefit or detrinent.
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O course, you don't know. But in wthdrawal studies, you
are taking people who are on adequate therapy, no matter
what it is, and you are taking themoff of it, and | think
that is a different ethical condition to be in.

I think that is why the IRBs that we have all sat
on have had sonme difficulty w thdraw ng people from studies
because in this case, you have people on appropriate
t herapy, and you take themoff, and that is what mekes these
kinds of studies a little bit nore difficult than
random zi ng peopl e prospectively because you are taking
peopl e off of appropriat