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PROCEEDI NGS

DR. SANTANA: Good morning. W have been
convened today by the FDA to give them sone
specific guidance related to issues of pediatric
| abel i ng for oncol ogy products. And as
understand the format today, Dr. Hirschfeld wll
first give us an overview of the history of
| abeling as it relates to the FDA and its
regul ations, and then we will nobve on to sone
specific case studies that they want to discuss
with us to bring out some issues that hopefully
will provide themwi th further gui dance on how to
approach this in the pediatric oncology arena. And
then we will have later this norning an open public
hearing, and | believe so far there is one
i ndi vi dual who wi shes to address the conmittee.

Wth that, | want to wel cone everybody
this norning. W have robust representation from
sonme international guests, and we want to wel cone
them too, and people from across the border, too,
Dr. Bernstein.

And with that, | will let then Tomread
the conflict of interest, and once we're done with
the conflict of interest, | want to go around the

tabl e and everybody introduce thensel ves.
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Thank you.

MR. PEREZ: Thank you. The follow ng
announcenent addresses the issue of conflict of
interest with respect to this neeting and is made a
part of the record to preclude even the appearance
of such at this neeting.

The topic of today's neeting is an issue
of broad applicability. Unlike issues before a
conmmittee in which a particular product is
di scussed, issues of broader applicability involve
many i ndustrial sponsors and academ c institutions.
Al'l participants have been screened for their
financial interests as they may apply to the
general topic at hand. Because they have reported
interests in pharmaceutical conpanies, the Food and
Drug Administration has granted general matters
wai vers to the follow ng special governnent
enpl oyees which permits themto participate in
today's discussions: Drs. Janes Boyett, Susan
Cohn, Ms. Alice Ettinger, Drs. Jerry Finklestein,
Henry Friedman, Jody Pelusi, G egory Reaman,
Charl es Reynol ds, Victor Santana, and Susan Wi ner

A copy of the waiver statenents may be
obtai ned by submtting a witten request to the

agency's Freedom of Information Ofice, Room 12A-30
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of the Parkl awn Buil di ng.

In addition, Ms. Nancy Keene and Dr.

Mal col m Smith do not have any current financial
interests in pharnmaceutical conpanies; therefore,
they do not require a waiver to participate in
today's discussion. Because general topics inpact
so many institutions, it is not prudent to recite
all potential conflicts of interest as they apply
to each participant. FDA acknow edges that there
may be potential conflicts of interest, but because
of the general nature of the discussion before the
subcomm ttee, these potential conflicts are
mtigated.

In addition, we would like to disclose
that Dr. Anne Hagey owns Abbott stock and ot her
phar maceuti cal conpany stock as part of her nutual
funds and 401(k) retirement fund. She al so has
conpany-granted stock options. Additionally, she
is a full-tine enpl oyee of Abbott Labs and a
relative is enployed by the pharmaceutical conpany.

Dr. Alan Melened is a full-time enpl oyee
of Eli Lilly and Conpany and has part-tine
enpl oynent with I ndiana University School of
Medi ci ne.

In the event that the discussions involve
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any ot her products or firms not already on the
agenda for which FDA participants have a financial
interest, the participants' involvenent and their
exclusion will be noted for the record.

Wth respect to all other participants, we
ask in the interest of fairness that they address
any current or previous financial involvenment with
any firm whose product they may wi sh to coment
upon.

Thank you.

DR. SANTANA: Anybody el se who wants to
make any di scl osure?

[ No response. ]

DR. SANTANA: Thank you, Tom

Could we start our introductions beginning
with the left side of the panel, please?

DR. HAGEY: (ood norning. Anne Hagey,

pedi atric oncol ogi st, Abbott Laboratories.

DR. CHENG  Good norning. |'m Katherine
Cheng. |I'mfromthe Medicines Control Agency,
which is the U K regulatory authority. I|I'malso a

pediatrician by training but not in oncol ogy.
DR. SCHWEI M  Good norni ng, everybody.
I"'mHarald Schweimfromthe Bfarmin Germany. |I'm

heading this institute. |'meducated as nedicina
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chemi st and as medicinal informatics.

DR. VASSAL: Good norning. | amGlles
Vassal , pediatric oncol ogi st and pharnacol ogi st,
working in France in a cancer center called
Institut Gustave Roussy in Villejuif. 1'min
charge of new drug devel opnent in pediatric
oncol ogy and chairman of the European program
call ed Innovative Therapies for Children with
Cancer.

DR BERNSTEIN: Mark Bernstein. |'ma
pedi atric oncol ogi st at the University of Montreal
and a Children's Oncol ogy Group nenber.

DR. MATH EU- BOUE: Good norning. |'m Anne
Mat hi eu- Boue fromthe French agency for eval uation
of medicinal products called AFSSAPS. And ny
background is oncol ogy/internal nedicine.

DR. PIGNATTI: Francesco Pignatti fromthe
Eur opean Medi ci nes Eval uati on Agency in London.
I"'ma medical doctor and biostatistician.

DR. MELEMED: Al an Mel ened, pediatric
oncol ogist, Eli Lilly and Conpany, as well as
I ndi ana University School of Medicine.

M5. ETTINGER |I'mAlice Ettinger, and I'm
a certified pediatric nurse practitioner, New

Brunswi ck, New Jersey.
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DR. BOYETT: Janes Boyett, biostatistician
fromSt. Jude Children's Research Hospital.

MR PEREZ: Tom Perez, executive secretary
to this neeting.

DR. SANTANA: Victor Santana, pediatric
oncol ogi st working at St. Jude Children's Research
Hospital .

DR. REAMAN. Gregory Reaman, pediatric
oncol ogi st, Children's National Medical Center,

Geor ge Washi ngton University, chairman of the
Children's Oncol ogy G oup.

DR PELUSI: Jody Pelusi. |'man oncol ogy
nurse practitioner at Northern Arizona Henatol ogy &
Oncol ogy Associ at es.

DR REYNOLDS: Pat Reynolds. |'min
pedi atric oncology at Children's Hospital, Los
Angel es.

DR FINKLESTEIN. Jerry Finkl estein,
pedi atric oncol ogi st, representing the American
Acadeny of Pediatrics.

DR FRIEDVAN: Henry Friednman, pediatric
and adult neuro-oncol ogy, Duke.

DR. COHN: Susan Cohn, pediatric oncol ogy,
Children's Menorial Hospital in Chicago.

DR SMTH. Ml colm Snith, pediatric
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1 oncol ogy at Cancer Therapy Evaluation Program [|'m
2 the programdirector for the Children's Oncol ogy
3 G oup.
4 DR HI RSCHFELD: Steven Hirschfeld. |1'ma
5 pedi atric oncol ogi st at the Food and Drug
6 Adm nistration in the Center for Drug Eval uation
7 and Research in the Division of Oncol ogy Drug
8 Products and the Division of Pediatric Drug
9 Devel opnent .
10 DR GOOTENBERG Joe Gootenberg. |'ma
11 pedi atric oncologist in the Center for Biologics in
12 the Division of Cinical Trials Design and
13 Anal ysi s.
14 DR PAZDUR  Richard Pazdur, FDA, Division
15 Director of Oncol ogy Drug Products.
16 DR SANTANA: Thank you. Richard, | want
17 to go ahead and give the microphone to you so you
18 could address the committee, or Steve, either one
19 of you.
20 Ckay. Let's go ahead and get started, and
21 I think Steve Hirschfeld will give us an overview
22 of the history of pediatric |abeling.

X DR. H RSCHFELD: Since Dr. Pazdur gave ne

23
24  the honor to wel cone and greet everyone, on behal f

25 of Dr. Pazdur and the nenbers of the Division of
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Oncol ogy Drug Products, | welconme all of you and
especially appreciate the participation of sone of
our col |l eagues who have travel ed enornous di stances
to be here for a short but we hope very productive
and i nportant discussion.

In order to frane the questions and the
di scussion, it's inportant to know the origin and
sources and rational e between what is called
| abel i ng and pediatric | abeling and how we got to
where we are today and why we're asking the
questions we're asking.

Labeling, as such, was the first of the
maj or principles that guided the establishnment of
food and drug law in the United States. That was
in 1906, and it was in response, as all of the
maj or principles were in response, to public health
crises involving children. And while there were
many public health crises that led to a call for
| abel i ng, one of the key events was the sale of a
preparation that was to treat colic in infants
And the sale of this preparation was investigated
because it was considered an effective product--the
infants would go to sl eep--but they woul dn't wake
up. And there was a nmgazine tinme published in

Phi | adel phia called Collier's Weekly, and it had an

file:////[Tiffanie/c/Daily/0304PEDI. TXT (11 of 215) [3/19/2003 10:07:47 AM]

11



file:////[Tiffanie/c/Daily/0304PEDI.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

12
i ssue that featured on the cover a skull and
crosshones that inplied that there was somet hing
wong with what was being sold to children. And
the particular product that was used as the case
was sonething called Ms. Wnslow s Colic Syrup
And when the ingredients were examned, it turned
out to be largely norphine.

So this led to a response by the Congress
of the United States where people who were
interested in in some way regul ating the sale of
medi ci nal s conbined their efforts with wonmen who
were interested in getting the right to vote, and
there was then through this coalition a nunber of
|l aws that were passed. And the critical one was
that products had to be | abel ed according to their
contents.

This was challenged in court, but the
Supreme Court of the United States upheld the
authority of the United States Governnent to
decl are that products that are sold for interstate
commerce nust have their contents properly | abel ed.
And as a quick review, the other principles that
evol ved were, in 1938, in response to many children
that died, as well as adults, because of a

preparati on of sulfanilanide that was put into a

file:////[Tiffanie/c/Daily/0304PEDI. TXT (12 of 215) [3/19/2003 10:07:47 AM]



file:////[Tiffanie/c/Daily/0304PEDI.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

solvent that turned out to be toxic led to the
est abli shnent of the Food, Drug, and Cosnetic Act
in 1938. And that was further anended in 1962,
agai n, because of a health crisis involving
children, and this time on a global basis. And
that is a principle which we have tried to
enconpass in this comrittee, to have a gl obal reach
and gl obal basis, because not only are children
everywhere and products are everywhere, but with
the mobility of society and the interactions that
we all have here in the 21st century, it is
critical that we not act in isolation

So the principle that was established in
1962 was efficacy, and that led to what has been
the | ongest-runni ng experience in evidence-based
medi ci ne, because the | aw reads that investigations
must support the clainms that woul d be approved by
the Federal Governnent. And the regul ations, which
are derived fromthe law, state that adequate and
wel |l -controlled trials nmust be used to support the
clains that woul d be approved for interstate
commerce by the United States Governnent.

So pediatric informati on began to occupy
the di scussions and the procedures in food and drug

| aw beginning in the 1970s. So recall 1962 was the
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amendment whi ch established efficacy, and in 1974,
Congress passed the National Research Act and
establ i shed the National Comm ssion for the
Protection of Human Subjects of Medical and
Behavi oral Research. And this was--at the same
time, concurrently, a report was conmi ssioned by
the Food and Drug Administration fromthe Anmerican
Acadeny of Pediatrics which has played an essenti al
and critical role in the evolution of drug | aw and
medi ci nal product devel opnent for children in this
country and, by extension, in the rest of the
world. And this report was entitled "Genera
Gui delines for the Evaluation of Drugs to be
Approved for Use during Pregnancy and for Treatnent
of Infants and Children."

The conmi ssion that was established in
1974 began to focus rather early inits
del i berations on pediatric research because there
were scientific and ethical concerns. One of the
concerns that came at the time was not for the
eval uati on of nedicinal products, but actually for
the administration of educational testing. And in
the 1970s, the departnent that we now know as
Heal th and Human Servi ces was then Heal th,

Education, and Wl fare. Subsequently, the
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15
education functions were separated into a new
departnent, but the charge to the comm ssion
i nvol ved that educational role.

So they issued a report in 1977 as a
result of a series of public hearings and
consultation with expert advisers entitled
"Research Involving Children." Al nost
concurrently, the Food and Drug Admi nistration
i ssued a gui dance which was based on that Anerican
Acadeny of Pediatrics report called "Genera
Consi derations for the Cinical Evaluation of Drugs
inInfants and Children." And we will touch on the
content of that in a noment.

Agai n, 1977 being a productive year for
trying to frane pediatric research, the Anerican
Acadeny issued the first statenment on ethica
conduct in pediatric studies.

So the report that the American Acadeny
produced and that the FDA then transforned into a
gui dance docurent had an enphasis on unexpected
toxicities. It also had an enphasis on adequate
and well-controlled trials, and it said reasonable
evi dence for efficacy should exist prior to study
ininfants and children, and active or historica

controls were preferred over placebo, questioning
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the ethics of placebo. Placebo studies were
addressed in a m of the Pediatric Subconmttee of
the Anti-Infectives Advisory Committee with a
speci al ethical session a few years ago. And those
paraneters that could apply to pediatric studies
have been published and posted on the Internet.

There was al so a suggestion that studies
shoul d occur in decreasing age order, so first
adults, then adol escents, and then younger
children, and then, if studies were warranted,

i nfants and neonates.

In 1979, the Food and Drug Administration
issues its first regulation on pediatric use, and
that was in a subsection of the product |abe
that's called precautions. Precautions are
considerations and limtations on the use of a drug
for whatever the claimmy be. So, to clarify, the
Food and Drug Adninistration does not approve
products. |t approves the use of products, clains
about the use of the product. And the product
| abel is intended to describe the nethod on the use
of that product so that if one follows that method,
the use woul d be considered safe and effective.

In 1983, there was the issuance of the

recommendati ons of the national conm ssion in
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17
federal regulation on the protection of all
experinental subjects, but there was speci al
attention paid to subcategories, and the
subcat egori es were prisoners, pregnant wonen, and,
| ast, yes, children. And the regul ations
enconpassed sone of the limtations and sone of the
categori zation of how one should view chil dren who
enrolled in clinical studies. And the critica
aspect to this was that there was, for the first
time, the delineation of risk categories and the
anticipation of risk and contenpl ation, at |east,
of benefit versus risk in designing a study and
even in allowing it to proceed.

Alittle nmore than a decade later, in
1994, there was a revision of the regulation on the
product package insert in the pediatric use, and
there was a new section added which allowed the use
of extrapolation as a basis for establishing
pediatric use. And the FDA issued a guidance on
this in 1996, and, concurrently, the American
Acadeny of Pediatrics issued an update on its
et hi cal statenent.

So the 1996 gui dance consi ders
extrapol ati on of the disease course in adult and

pediatric patients should be simlar; and if the
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effects of the drugs, both beneficial and adverse,
in adult and pediatric patients could and shoul d be
described. And critical references should be

i ncl uded.

Now, gui dance docunents are not binding.
They just reflect agency thinking but, in genera
shoul d be considered the default position. And
vari ations from what the gui dance recomends
generally should be justified or have sone other
ext enuating circunstances.

And this conmittee has exam ned in great
detail the issue of extrapolation in pediatric
oncol ogy, hol ding neetings on hematol ogi ca
mal i gnanci es, on solid tunors and CNS nal i gnanci es,
and then exam ning in detail the types of studies
that should follow from using extrapol ati on and
thi nking of children with cancer as both the
participants in the experinment and the
beneficiaries indirectly and ultimately fromthe
st udi es.

In 1997, just to continue the evol ution,
t he Food and Drug Adninistration Mdernization Act,
whi ch didn't nodernize very much in ternms of our
facilities--1 still had the same conputer--did

al | ow some updates in terms of process, took a
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princi ple which was evolved fromthe orphan drug
program which was to provide a financial incentive
in the formof prolonging of the period of
mar keting exclusivity, and applied that to
pediatrics as a renedy for the exclusion of
children in the studies that led to the clains for
approved products. And in 1998, a pediatric rule
was i ssued whi ch mandat ed pedi atric studies under
particul ar circunstances, which this conmttee has
di scussed in great detail

And in 2001 was the issuance of interim
text for an adaptation of the Health and Human
Servi ces Subpart D regul ati ons extended to
FDA-regul at ed research because the previous
di scussi ons on protection of human participants in
clinical studies was limted by design to studies
that were funded by the Federal Governnent. But
with the evolution of pediatric investigations and
with the relative explosion in the nunber of
pedi atric studies and the varied sources of
fundi ng, there was a need, which was supported by
many parties, to have regul ati ons which could al so
cover children in those studies.

And then in 2002 cane the Best

Pharmaceuticals for Children Act--and | al ways have
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to think of our European coll eagues who have
devel oped the Better Pharmaceuticals Act for
Children or sone paraphrase to that, but they're
simlar in scope and in intent--which renewed the
pedi atric incentive programand asked for the study
of off-patent drugs, which is a very active
program and then specifically nandated the public
di ssem nati on of pediatric information. And one of
the vehicles for that is the product | abel

The product |abel is also known as the
product package insert, and the regul ati ons on
product package inserts have several sections
They are a description of the product, the clinica
phar macol ogy, the approved indications and
usage--and, again, | will point out these represent
clainms based on data that the FDA has revi ewed and
found to be safe and effective, and is not a
commentary on all potential uses of the drug or
even on what night be considered common uses. This
is restricted to clainms that the FDA has revi ewed
and found to be safe and effective.

Then come a series of graded linmitations
on these claims. The first are contraindications,
whi ch neans conditions or a popul ati on where the

product shoul d never be used. Then are warnings,
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whi ch are one grade bel ow, which require carefu
moni toring and careful evaluation and consideration
of whether the product is appropriate for a
popul ation identified in a warning section. And in
oncol ogy, nmost of the products carry warni ngs which
state the degree of toxicity and state the need for
havi ng speci al i zed physicians prescri be and
adm ni ster the product and, although it's not
stated explicitly--it's inplied--specialized
nursing staff, too.

And then cone the precautions which are
then a series of linmtations which coment on
typically different subpopul ati ons--patients with
renal inpairnent, patients with hepatic inpairnent,
geriatric patients--and here is where the pediatric
use section is located typically.

Then there are the adverse reactions,
which all patients in one formor another could
anticipate, and then there's a section called drug
abuse and dependence, which is often left out,
certainly not included in oncol ogy drugs; an
overdosage section; and, finally, we get to the
dosage and administration section. And this is the
dosage and admi ni stration which relates back to the

approved indications and usage and not any other
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dosage or adninistration reginmens. And then lastly
comes the how suppli ed.

There are additional |abel sections which
are considered optional in the regul ations, and
these are ani mal pharmacol ogy or ani mal use
sections; toxicology; clinical studies, which have
been routinely included in oncol ogy approval s; and
ref erences, which, again, in the real mof oncol ogy,
have tended to refer to the safe handi ng and usage
of the drug product.

The principles of the product |abel, as
stated in the regulations, are that the | abeling
shall contain a summary of the essential scientific
i nformati on needed for the safe and effective use
of the drug, and in parentheses, for the approved
claim

Secondly, the labeling shall be
informative and accurate and neither pronotional in
tone nor false or misleading in any particular, and
the FDA has an entire division which oversees the
| anguage in the product |abels, and product
| abel i ng | anguage can be used in pronotion and
advertising, and there is a direct |inkage,
therefore, to the words that are used to describe

the safe and effective use and the words which
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m ght be used for pronotion.

And, thirdly, the labeling shall be based,
whenever possible, on data derived from human
experience. Concl usions based on ani nal data but
necessary for safe and effective use of the drug in
humans shall be identified as such and incl uded
with human data in the appropriate section of the
| abeling. And this provision has becone
particularly tinely when a nunber of products which
are intended to treat catastrophic events and
ill nesses, such as poi sons from organophosphates or
other types of untinely events, are now being
approved on the basis of aninmal data.

There's a section in the product
| abeling--in the Code of Federal Regulations, Part
201, Subpart B, paragraph (c), section (iv) reads:
"If there is a common belief that the drug may be
effective for a certain use or if there is a common
use of the drug for a condition, but the
preponderance of evidence related to the use or
condition shows that the drug is ineffective, the
Food and Drug Adninistration nmay require that the
| abeling state that there is a |l ack of evidence
that the drug is effective for that use of

condition." And |I'd like the conmttee to bear
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this clause in mnd in review ng the case scenari 0os
and in considering the subsequent discussions.

The pedi atric use section under
precautions has eight subsections to it, and not
all are necessary to be used, but they're all
avai l abl e to address if the circunstances warrant
it. The first is the definition of who is a child,
and as defined in this case as birth to 16 years of
age. But we should note that in other settings for
clinical studies, for instance, in the consenting
or participation of a child in a study, a child is
defined as of mnority age in the jurisdiction
where the study is occurring, which in nost places
is 18 years.

Secondly, if there is a pediatric
indication different fromadult indication, it
shoul d be listed under indications and usage and
dosage and administration. So to comment on this,
if we are considering the same indication in adults
and children and we are consi dering using
extrapol ation particularly, then the indication
that is stated in indications and usage need only
be stated in that section, with perhaps some
qualifications of ages, and does not need to be

repeated separately for children. However, if the
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pediatric indication is different, then it needs to
be stated so.

The pediatric use section should cite any
limtations as well as appropriate information in
contraindi cati ons, warnings, and el sewhere in
precautions. For exanple, what | didn't nention
earlier, there's a section under precautions for
pregnancy, and there are categories of pregnancy
war ni ngs and pregnancy precautions that the agency
has evol ved and is continuing to revise which
address potential risks to an unborn child.

Thirdly, for pediatric use based on
adequate and well-controlled studies, which is
al ways desirabl e but not always feasible, for an
approved adult indication, they should be
summari zed in pediatric use with additiona
informati on in dosage and adm nistration, clinica
phar macol ogy, and clinical studies. Pediatric use
will also cite limtations as well as appropriate
information in contraindi cations, warnings, and
el sewhere in precautions.

Adequat e and wel |l -controlled studies in
pedi atric oncol ogy have not been subnitted to the
agency over the last quarter century or so, and

there's a recent publication which coments on
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this, although we now see that there is greater
interest and we anticipate that we will be seeing
adequate and well-controlled studies for pediatric
oncol ogy subnitted.

However, again, if adequate and
wel | -controll ed studies, which nmeans studies that
i ndependently, by thensel ves, would support safety
and efficacy without additional information, if
those are not feasible or possible or reasonabl e,
then pediatric use nay al so be approved on the
basis of adequate and well-controlled adult studies
with other information supporting pediatric use.
In such cases, the agency will have concl uded that
the course of the disease and the effects of the
drug, both beneficial and adverse, are sufficiently
simlar in the pediatric and adult popul ations to
permt extrapolation fromthe adult efficacy data
to pediatric patients. And this, while it sounds
like it gives you information, in fact, to
interpret is rather difficult. So Dr. Bill
Rodriguez, |, and sone other coll eagues have been
working for the last year and a half on attenpting
to put a framework and a process and an anal ysis
whi ch we hope coul d be broadly applicable to how

one can use data and what kinds of data to support
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extrapol ati on.

The next section, additional information
supporting pediatric use nust ordinarily include
data on the pharmacoki netics of the drug in the
pedi atric people for determ nation of appropriate
dosage, and in this case, we have specialists in
the FDA that we are dependent and reliant on to
hel p us interpret the pharnacokinetic data. But
they can only do it if they get the appropriate
data to do their analyses. And other infornmation
(that may be used)--and the parentheses is m ne;
otherwi se, the rest of the text here is verbatim
fromthe regul ati ons--such as data from
phar macodynam ¢ studies of the drug in the
pedi atric popul ation; studies supporting the safety
or effectiveness of the drug in pediatric
patients--that is, one age group to another--or
pertinent premarketing or postnmarketing studies or
experience may be necessary to show that the drug
can be used safely and effectively in pediatric
patients.

This section states that if the
requirenents for a finding of substantial evidence
to support a pediatric indication or a pediatric

use statenent have not been net, the pediatric use
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section shall state "Safety and effectiveness in
pedi atric patients bel ow the age of"--and then
what ever the youngest patients that have been
studied is entered--"have not been established."

Now, convention says 18, but often studies
don't have patients that young, and so the
statement is often rewitten to state, "Safety and
ef fectiveness in pediatric patients have not been
established,"” and not set an age frontier in that
case.

Pediatric use will also cite limtations
as well as appropriate information in
contraindi cations, warnings, and el sewhere in
precautions. So bear this statement in mnd in the
subsequent di scussi on.

The sixth of the eight sections states
that the absence of substantial evidence for any
pedi atric popul ation, the | abel shall state,
"Safety and effectiveness in pediatric patients
have not been established.” And this is the
general case for the specific case that was in the
previ ous secti on.

If the use of the drug in premature or
neonatal infants, or as we like to say in the

Di vi sion of Pediatric Drug Devel opnent, the orphans
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of the orphans, or other pediatric subgroups, is
associated with a specific hazard, the hazard shal
be described in this subsection of the |abeling,
or, if appropriate, shall be stated in
contraindications or warnings, depending on the
severity and the inpact. And there are

I nternational Conference on Harnonization
gui del i nes on what constitute serious adverse
events, and these are the general principles which
woul d be adhered to.

And now, lastly, if the sponsor believes
none of the above apply, then alternate wordi ng may
be proposed. So this gives not only the sponsor
but it gives the Food and Drug Adm nistration the
option to propose alternate wording.

And if the drug product contains one or
more inactive ingredients that present an increased
risk of toxic effects to neonates or other
pedi atric subgroups, a special note of this risk
shal |l be nade generally in the appropriate section

So we have had | abeling changes, and |
bring these up just to denobnstrate that the
initiatives that the FDA has been working with the
conmmunity at large on getting pediatric studies

done and getting the information in and revi ewed
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has led to | abeling changes. And based on our nopst
recent public statistics, there are at |east 12
that could be ascribed to the pediatric rule along,
and 48 or maybe 50, dependi ng on how one counts
these things, because sonetimes two products which
are the sane will have | abel changes, fromthe
exclusivity or incentive prograns.

So to review the | abel options for
pedi atric data, there's precautions, which has a
specific pediatric use section; then there are
dosing information and indication, if warranted;
clinical pharnmacol ogy, clinical studies,
contraindi cations, and warnings all as options.

The way pediatric data can be submtted to
the FDA--and this is subnmitted voluntarily, it can
be submitted voluntarily in response to a witten
request or by whatever nechanismit cones
in--generally would cone through two procedura
pat hways: as a new indication either for a new
product, or as a supplenent, or as is known in sone
of the other regions of the world as a variant for
pediatric patients: or, alternatively as a | abe
change with clinical data. That is, the sponsor's
proposing to change the | abel and submitting

clinical data that would support that |abel change.
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So the rationale for the questions to the
committee this morning are that Federal Governnent
initiatives are aimed at devel oping therapeutics
for pediatric patients and including product
information in the approved package insert or
product | abel. One of the criticisms of the
earlier incentive programwas that studies were
bei ng done and data were being submitted to the
FDA, but no one outside the sponsor or the FDA
woul d know what those data were. And Congress was
aware of that and specifically addressed that in
the Best Pharmaceuticals for Children Act. So that
if resources are committed to generating pediatric
data, those data should benefit children

Al though the majority of children with
cancer in the United States are treated on
protocols fromthe National Cancer Institute
supported study groups, the mpjority of products
used in children was cancer are used w t hout dosing
and safety information in the package insert. The
package insert and product |abel are synonynous.

And the U. S. Congress has indicated that
pediatric use information should be included in
product | abels as one of the nmechanisns to public

di ssemi nate informati on about pediatric use.

file:////[Tiffanie/c/Daily/0304PEDI. TXT (31 of 215) [3/19/2003 10:07:47 AM]

31



file:////[Tiffanie/c/Daily/0304PEDI.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

Now, the questions have various types of
scenarios. One is if there is the sane adult and
pediatric indication, and previously this
committee, specifically in Novenmber 2001,
recomrended that to extend efficacy froman adult
indication to a pediatric population, pediatric
dosi ng studies and a denonstration of clinica
proof of concept shoul d be perforned.

If a product is approved for an adult
di sease or condition that also exists in children,
therefore, consider what information from pediatric
studi es you woul d consi der necessary and
appropriate to be in the product | abel

If the adult and pediatric conditions are
different, and if pediatric dosing information and
proof of concept data exist for a pediatric disease
or condition that does not exist in adults,
consi der what information, if any, should be
included in the product |abel. So proof of concept
means a study or studies that by thensel ves
i ndependently could not establish safety and
efficacy. They're informative, they're ethical,
they're scientifically valid, but they cannot
i ndependent |y support safety and efficacy. That

woul d be the franmework that we're using proof of
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concept in, and we will give the specific exanples
in the case discussions.

An exanpl e mi ght be that a product is
approved for second line colorectal cancer in
adults and pediatric data are available for dosing
and pharmacokinetics in a single arm Phase Il study
showi ng a nodest response rate in 20 pediatric
patients with refractory neurobl astoma. Now, there
is no product that fits this profile, so you
shouldn't be trying to deduce what it mght be.

But with such renowned authorities as Dr. Reynol ds
and Dr. Cohn on the panel, | thought it was
appropriate to bring up a neurobl astoma case.

A third scenario would be | ack of
activity. |If dosing, safety, and lack of activity
information are available from studi es that
enrolled children with cancer, consider what
information, if any, be included in the product
| abel . An absence of activity in diseases other
than the approved indications have not been
i ncluded, certainly not routinely--and, in fact, |
couldn't find a single exanple--in the | abel for
oncol ogy products for adults. So to be specific,
if a product is approved for, say, colorecta

cancer and there are studies that were done in
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brain tunors that showed that the product was not
active in brain tunors--and | have to address Drs.
Boyett and Friedman because they, too, represent
the cutting edge of CNS nalignhancy treatnents--then
it has not been the practice of the agency to
i nclude those negative data in the product | abel

If there are no pediatric data, that is,
we know not hi ng about the product, when no efficacy
or safety data are available in pediatric patients,
we would Iike you to consider if a statenment that
safety and efficacy have not been tested in
children be included in the product | abel

And we are now going to review for you
some case studi es which have conme before the
agency, and after the presentation of the case
studies, you're welconme to ask me or ny col | eagues
any questions that you may have before we begin the
sessi on addressing the questions.

So these case studies--

DR. SANTANA: Steve, before you start, |
am going to take a point here--

DR H RSCHFELD: Sure, take your
prerogative

DR. SANTANA: Yes, to ask just a point of

clarification. The pharmaceutical act for children
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mandat es that we provide information. It doesn't
tell us how that information is to be provided.

W' re naki ng an assunption here that nost of the
information for practitioners and consuners, in the
medi cal field or for patients, is through the

| abel. But are there not other mechani snms in which
i nformati on can be nade available to those

popul ations, particularly when there is negative
data that's inmportant that necessarily does not
relate to the indication in the label? And if so,
what are those additional nechanisns?

DR HI RSCHFELD: The Best Pharnmaceutical s
for Children Act does address sone specifics, and
it contenplates having information in the |abel, as
you pointed out. It also states that when
pedi atric supplenments are submitted to the Food and
Drug Admi nistration, a sumary of the clinica
revi ew and the bi opharmaceutical review be posted
on the Internet.

There are other provisions for including
pedi atric data, which are referenced in Best
Phar maceutical Act, which include under sone
circunstances data being entered in the Federa
Regi ster. But as you point out, there is a fair

amount of interpretation, and we apply the
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interpretation to convey the intent. But they
specifically state that the publication of FDA
reviews are to be posted on the Internet and, thus,
made publicly avail abl e.

I could take any other questions after the
case studies, if that can proceed, and the case
studi es represent real exanpl es which have cone to
the Oncol ogy Drug Division, and these have all been
in response to FDA-initiated witten requests. And
my colleagues and | will share with you the
pertinent aspects of the case, but we will not
identify the drug products. | know that there are
people in this roomwho nmay have participated in or
initiated or read or are in sonme way famliar with
the studies, but we ask you not to reveal, even if
you think you know what the product being referred
to is.

So the first case study will be presented
by Dr. Anne Zajicek, who is a board-certified
pedi atrician and al so has a Pharm D., which is a
very potent conbination, and we' ve appreciated her
efforts. And | will note for Dr. Santana and Dr.
Boyett that part of Dr. Zajicek's training was at
St. Jude.

DR ZAJICEK: A while ago. Thank you.
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Good nmorning. |'mpresenting Case No. 1, and this
is a case illustrating issues of dosing and proof
of concept that were subnmitted by the applicant.
This is the case where pediatric and adult diseases
are the sane.

Two Phase | dose-finding studies in
children with hematol ogi ¢ mal i ghancies were
submitted by the applicant. Part of the data cane
fromthe original NDA, and part of it came fromthe
suppl enent al NDA.

The size of the data set consisted of 39
patients that could be evaluated for safety and
efficacy: 31 canme fromthe supplenental NDA and 8
fromthe original NDA. And for the pharnmacokinetic
studies, there was a data set of 33 patients: 27
fromthe supplenmental NDA and 6 fromthe origina
NDA. And | rmust conplinent the applicant on this
data set. It was gorgeous. | was very well done,
wel | planned, very nice data set.

The type of information submtted included
safety data, pharnacokinetic data, correl ations
bet ween phar macoki neti ¢ and phar macodynani c
paraneters, and proof of concept.

For the results, the safety was sinlar to

adults. The maxi nrumtol erated dose was not reached
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during the dose escal ati on phase of the study.

Phar macoki netic parameters were simlar to adult
values in the pediatric data set. There was no
PK-PD rel ationship found, as it had been with the
adult section, although it nust be stated that
because of the size of the data set, it's hard to
make--you know, it would have been surpri sing,
actually, probably to get a PD-PK rel ationship for
the size of the data set. And proof of concept was
submitted by applicant. Rem ssions were induced in
the sanme malignancy in pediatric as in the adult
patients, although, again, in a nore |limted nunber
of patients. And renissions occurred in

approxi mately the same proportion as adults as
wel | .

For conparison between adults and
children, there were the sane side effects in
pediatrics as in adults, but typically at a | ower
grade than in the adults.

In the adult popul ation, there was a nice
PK-PD rel ati onshi p between exposure and the Day 28
white blood cell count. Now, you can tal k about
exposure in different ways. In this case, they
used area under the concentration-time curve to

make the correlation. And there was as well a | ack
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of clear dose proportionality. |In the adult data
set, when the dose was increased by a certain
percentage, the AUC was al so i ncreased by about the
sanme percentage. This was not the case in this
popul ation. But, again, we're tal king smal

nunmbers here

The starting dose in the pediatric
popul ati on was chosen to provide simlar exposure
to adult doses. So they took the adult dose,

di vided by typical adult body surface area, which
is around 1.73 neters squared, and that was the
starting dose. And then there was a 30-percent
escal ation for the different doses. And there was
a lack of relationship between dose and exposure in
this population. There was an overl ap between the
AUCs for the different doses.

This figure illustrates this point. This
is, on the far side, the adult area under the curve
with the standard deviation bars. So here, again,
these aren't real nunbers, but the AUC for the
adult dose was about 1, and the standard deviation
you can see with the pink bars. The Pediatric Dose
1 was designed to provide the same exposure as the
adult dose. Pediatric Dose 2 was a 30-percent dose

escal ation from Dose 1, and what's apparent
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statistically and also just by looking at it is
that these are all the sane AUCs. So it nakes it a
little bit difficult to judge which is the correct
dose, for that matter also for trying to give a
pedi atric dose that provides the same exposure as
the adult dose. You would be hard-pressed to pick
one dose versus the other one.

For issues and conclusions, this is the
first tinme extrapol ation has been used for
approval. But, again, the challenge is in finding
the right pediatric dose, again, because of the
sort of overlap in the areas under the curve for
the different doses.

Thank you.

DR HI RSCHFELD: The next case will be
presented by Dr. Ranzi Dagher

DR. DAGHER: Good norning. In this case,
dosing and limted clinical safety information was
provided in a situation where the di sease exists
both in adults and children.

The study that was provi ded was a Phase |
PK study in nmalignant and non-mal i ghant
I'ife-threatening conditions, which included
hemat ol ogi ¢ and non-henat ol ogi ¢ mal i gnanci es as

wel | as inmune deficiencies. The data set included
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24 patients ranging in age from5 nonths to 16
years.

For safety information, clinical adverse
events and | aboratory abnornalities were reported;
the hard data were submitted and revi ewed.

Mul tiple sanpling was conducted in each patient
with initial dosing based on body wei ght and
subsequent adj ustnent based on the pharmacoki netic
and phar macodynami ¢ i nfornmation

Generally, the safety profile that we
observed in the pediatric data set was simlar to
that known and described for adults. The
phar macoki neti ¢ and phar macodynami ¢ i nfornmation
suggested a dosi ng nodel based on popul ati on PK
anal ysis in which one dose would be used for
children | ess than or equal to 12 kil ograns and a
different dose for children greater than 12
ki | ograns body wei ght.

Conparing the pediatric and adult
situations, the pediatric data indicated the need
for higher dosage in smaller children in order to
achi eve the sane exposure as that in older children
or adults.

The outcone in this situation and issues

to keep in nind: In this situation, linmted safety
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i nformati on and dosi ng gui deli nes were added to the
speci al popul ati ons, pediatric section of the
| abel .

I think Steve is presenting Case No. 3.

DR. H RSCHFELD: 1'd like to acknow edge
in Case No. 2 the very thorough and innovative PK
analysis that Dr. Brian Booth performed, and Dr.
Boot h has been a strong supporter of our pediatric
initiatives, as well as his colleagues. And in
this case, 1'll acknow edge in advance the PK
anal ysis that Dr. Anne Zajicek performed

So Case 3 is based on dosing and proof of
concept data submitted for pediatrics, with
prelimnary activity in a disease found only in
pediatric patients with the approved indications
for diseases found only in adults. So a msmatch
bet ween the approved adult indications and where
activity was seen in pediatrics. The types of
studi es were a Phase 1 dose-finding study in
children with solid tunors and hemat ol ogi ca
mal i gnanci es and a Phase Il open | abel, single-arm
study for response rate in children with refractory
or rel apsed solid tunors.

The size of the data set: for Phase |

there were 48 patients--30 solid tunmor and 18
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| eukem a--ranging in age froml to 15 years. And
for the Phase Il, there were 108 patients ranging
in age fromless than 1 year to 15 years

The type of information submitted were
safety, PK, PK-PD, and proof of concept.

The results were that the safety profile
was simlar for adults; however, an MID was not
reached for | eukem a, and an MID for solid tunors
was hi gher than the approved adult dose.

The PK parameters were similar to adult
val ues; however, there was no rel ationship between
exposure and nadir white blood count which we
consi dered to be a pharnmacodynani c indicator of
dosi ng due to nmaxi mum suppression at the | owest
dose adm nistered. And proof of concept showed
consi stent tunor responses seen in one class of
solid tunors.

Conparing then between children and
adults, there were higher doses that were tol erated
in children, and responses seen in some pediatric
mal i gnanci es that are not found in adults. So the
conclusions are that the di sease where activity was
demonstrated in children is a pediatric disease
that is rarely found in adults, and the approved

i ndi cations are di seases found al nbst excl usively
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in adults. Therefore, little overlap. Just what
we |ike to have on a two-armed study, if you want
to show a difference between the arns.

The extrapol ati on of efficacy, however,
cannot be used. Product |abeling did not include
the submitted pediatric data, and the product is
currently not approved for use in children

And to present the fourth case, it's ny
pl easure to call on ny colleague, Dr. Susan Honig

DR. HONNG Thank you. Case 4 is a
situation where we had dosing information and
response data, but the studies were negative and
there was no evidence of activity.

We received two general types of studies.
We got a Phase | dose-finding trial that was
conducted in pediatric patients with both solid

turmors and hematol ogi ¢ mal i gnancies. As you can

see here fromthe size of the data set, npbst of the

patients entered had solid tunors. There were 25
eval uabl e children with solid tunors, 4 eval uable
children with hematol ogic nmalignancies, and it is
just worth noting in the conduct of the study that
there were an additional 17 patients that were
treated that, for various reasons were ineval uable.

They ranged in age from2 to 17.

file:////[Tiffanie/c/Daily/0304PEDI. TXT (44 of 215) [3/19/2003 10:07:47 AM]

44



file:////[Tiffanie/c/Daily/0304PEDI.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

45

W al so received a Phase Il open-I|abe
study that was performed in solid tunors, and as
you can see here, this was a stratified Phase |
study with three different tunor subtypes
deliberately planned into this trial. The primary
endpoi nt was response rate, and the three genera
tunor types that were | ooked at were CNS tunors,
soft tissue sarcoma, and neurobl astoma. The study,
as | nmentioned, was designed to enroll at |east 14
patients in each of the three subsets, and |I've
listed here the actual accrual per strata. The CNS
and sarconma arns, each enrolled 21 patients;
neur obl astoma, only 4, and I'Il showthat a little
bit nore in a mnute. And in this study, patients
up to age 21 were eligible because of the types of
patients that devel oped these tunors, particularly
the sarconas.

The information that we received included
safety data. In this trial, as is typical in nmany
trials of this sort, only adverse events that were
attributed to the drug by the principa
i nvestigator were collected and submtted. W
al so, though, received fromthe applicant all of
their avail abl e postnmarketing pediatric safety

reports to round out the safety profile.
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For PK-PD, there were PK-PD studies done,
but we received an abbrevi ated study report. W
did not actually receive the primary data for this
portion. And, simlarly, for efficacy, we received
abbreviated clinical trial study reports as opposed
to every piece of primary data.

What were the results? The safety profile
was generally simlar in children as in adults.
The Phase | trial did identify an MID for children
There was a recommended Phase ||l dose that was
identified and then used in the Phase Il study.
PK-PD results, as | said, were presented in
sumeary.

One point worth making about all of this
is that even though there was an MID and a
recomended Phase Il dose, when the Phase || study
was actually conducted, it was found that the Phase
Il recommended dose was too toxic and the dose was
| owered during the course of the trial

The efficacy results are listed here for
you. In two of the three strata the response rate
was zero, and in the third strata, the sarconm,
there was one conpl ete response, one partial
response seen. And as | nentioned, there were only

four neurobl astona patients enrolled. That was
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because, on the whole, the study was deened to show
| ack of efficacy, and it was not considered
appropriate to continue to enroll to full accrua

in the neurobl astoma arm

The conpari son between children and
adults: Once the recomended Phase || dose was
adjusted for the initial toxicity seen, the
toxicity profile was generally simlar in adults
and children. And as | said, the dose, once
adj usted, ended up being the sanme in both groups as
wel | .

In terms of issues and concl usi ons, how
were these results handled in | abeling, a very
brief description of the study was placed in the
| abel, and negative efficacy data were included,
but we did not include specific PK or dosing data.

So, with that, 1'd like to introduce Dr.
Al'la Shapiro who will present the | ast case.

DR. SHAPI RO Thank you. The last case is
an illustration of the drug that was approved for
adults, but failed to denpnstrate efficacy in
simlar disease in children. This drug, however,
showed efficacy in another disease in children

Two Phase | studies were presented to the

FDA for review, and both studies intended to
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eval uat e pharrmacoki netics and dose determ nation
data in patients with non-CNS and CNS refractory or
rel apsed solid tunors. One single-arm Phase |
study was subnmitted to evaluate efficacy in
advanced CNS cancers. Size of data set: Phase
studies included 82 patients, ranging from3 to 17
years ol d, but pharnacokinetic data were avail abl e
only for 19 patients. Phase Il study included 122
patients, ages from3 to 17. For Phase | and for
Phase Il trials, patients were stratified based on
previously received treatnent.

Type of information submtted included
safety results, pharnmacokinetic and pharmacodynam c
data. Miltiple sanpling in each patient were
obt ai ned based on body surface areas. Efficacy
data al so was subnitted

Results showed that toxicity profile was
simlar in adults and children. Pharnmacokinetics
data showed that these paraneters were independent
of previously received treatnment. And no
rel ati onshi p between age and cl earance was
established. Efficacy, 122 patients were assessed
for efficacy. A total of six--overall response was
six: one conplete response and five partia

responses were observed.
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Conpari son between children and adults
reveal ed simlar clearance and vol une of
distribution values. Response to therapy appears
to be different, worse in children. And the unique
aspect of this situation that--of this scenario
that responses occurred in a different histol ogica
subtype froman adult disease.

| ssues and concl usions: The drug was
approved for an adult disease that also exists in
children, but did not show efficacy in this
di sease. Responses wee seen in a disease that
occurs primarily in children, and for this disease
there is effective therapy. Saying that, our
question is: VWat information, if any, should be
included in the |abeling?

Thank you.

DR. H RSCHFELD: The last slide is quite
difficult to read, but you have it as the very |ast
page of your handout, and it is a sunmary of these
five cases in a chart form comparing the various
paraneters that were presented

There is, | think, an unstated nessage
fromthese five case histories, and that is, unti
this year, 2003, we could not have presented five

cases to you. And the fact that we have five cases
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to present to you is, | think, testinony to the

ef fecti veness, and nmaybe the safety, of having the
pediatric initiatives in place, and that we can say
that there are drugs which are being used in
clinical studies in children with cancer, which was

not the situation when this commttee was neeting

to the same degree that it is now, that there was a

time | ag which had been di scussed before, and our
perception is that that time |ag has been
decreasing. But 1'll ask Dr. Malcolm Smith if he
has that same inpression

DR SMTH | think you're clearly seeing
an increase in subm ssions to the label, and in
certain instances we're certainly seeing
agents noving nore quickly into the pediatric
popul ati on. W appreciate the support of
phar maceuti cal sponsors when that does occur.

But there is a history of studying agents
in children in a systematic nanner that goes back
three or four decades. And so, you know, we've
devel oped these data for decades in the pediatric
oncol ogy research comrmunity, ny predecessors and
everyone around the table and their predecessors.

It sinply hasn't been included in the |abel

It brings a question that | had, Steve,
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and perhaps you or others could address this.
We're tal king about the product |abel, but nore
generally, what are the sources of data that a
diligent treating physician can use or shoul d use
to nmake decisions about how to use drugs, either
alone or in conbination, to treat his or her
pediatric cancer patients?

DR. H RSCHFELD: 1'l1l take that as a
rhetorical question to the group at |arge, but
we're all aware there are nultiple sources of data,
but we al so know that there are varying qualities
to the data. And | think that there are sonme in
this roomthat may address that, and that the
Congress of the United States has put the
responsibility and authority in the Food and Drug
Admi nistration for quality review of the data, and
there is an inplicit understanding that if data
have been reviewed with the technical expertise and
the disinterest that--our part of the review
process, that there's a credibility factor to those
dat a.

DR SMTH: But are there other data that
the diligent treating physician could use to nake
justifiable decisions about how to use a drug other

than the data that you've described that you' ve
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revi ened?

DR. H RSCHFELD: Rick might want to
address that.

DR. PAZDUR. The answer to that question
is obviously yes. | think, you know, we as the FDA
have put a lot of tine and energy into the product
| abel, and |'ve discussed this before with this
group. The product |abel means many things to many
peopl e, and that's one of the problens that we may
have with the product label. It represents a
| i censing agreenent, as Steve says, between the
Federal Governnent and the sponsor. Hence, every
word that goes into that label is carefully
scrutinized. Every p value has to have consi stency
with other labels. So there's a high |evel of
review that has gone into this

The review that we do of the material
obviously is to a level that is not done in just a
peer-revi ewed journal because no peer-revi ewed
journal --1 should say very few would actually take
the raw data and reconstruct survival curves, send
out investigators to the sites to docunent that the
i nformati on was correct and accurate.

So | think there's other ways that people

could get that information, and | think we would be
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foolish to think that all pediatricians are just
| ooking at this |label and deriving all their
information. Likew se, in adult oncol ogy, the

product |abel has a use, but many ot her

i nformati on--other routes of professional education

are available, and I think we have to keep that in

m nd, obviously, when we're naking these decisions.

VWhat is the practicality of including certain
amounts of information in the |abel?

DR. SANTANA: Dr. Boyett?

DR. BOYETT: You bring up the

peer-reviewed literature, which is a good source,

but there's a publication bias there. And you do a

Phase Il-type trials, 0 and 14 rule or sone other
study like that, it turns out to be negative. And
I have been frustrated by the fact that sone
investigators are reluctant to even wite up and
try to publish their results. And | think it
shoul d be published, and | think that one of the
things that we could do is to stimnulate
investigators, that if they're funded to do a
particular trial and it turns out to be negative,
they at |east ought to submit it to the
peer-reviewed |iterature.

DR, PAZDUR: | couldn't agree with you
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more. In fact, it's not only negative Phase |
trials, but negative Phase Ill trials that are very
important. One finds either an om ssion of them or
such a lag tinme between the subnission that the

i nformati on al nost becones irrel evant, even though
nmost of the in-the-know oncol ogi sts know the data
that is in there. So | couldn't agree with you
more on that.

DR. SANTANA: Dr. Bernstein?

DR. BERNSTEIN: 1'd like to raise another
point. Ml col mwas tal king about the information
avai l abl e to the assiduous treating physician, but
there's another use for the |abel as well, and
certainly north of the border, the other use for
the labeling information is for subm ssion of
protocols to other health authorities. And in
those situations, Health Canada, for instance, is
very interested in what's avail able on the product
| abel and is very happy when there's pediatric
i nformati on avail able on the product |abel, and it
makes certainly the life of the treating oncol ogi st
north of the border nmuch nore sinple if there is
such information on the product |abel. And that
may or may not be true in other jurisdictions as

wel | .
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DR SANTANA: Dr. Cheng?

DR. CHENG |'d agree that it's very
encouragi ng that these data have been subnmitted,
and 1'd just ask you to clarify. Wre these data
requested by the FDA, these studies? O did these
come in voluntarily? And if there was any
di scussion with the FDA, did you discuss the design
and the types of studies, how nuch input was put in
at the FDA | evel ?

And then the other question is nore just
because coning fromthe U K I'mnot famliar with
the U S. system \When you were tal king about
public di ssem nation of information, does the
product |abel get to the patients as well, or is
primarily ainmed at the physician?

DR, H RSCHFELD: Excellent questions. |
m ght just try to address those before we continue
with the discussion

These were responses to FDA-initiated
witten requests, and the process of a witten
request is that we outline the types of studies and
the type of information we would |like to see
because there's a perception that there's a public

health need and that this fulfills an information

gap.
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The product |abel, as we will probably--as
the di scussion evolves this norning, you'll see, as
Dr. Pazdur pointed out, can nean many things to
many people. But, above all, it's a statenment of
the agreement between the sponsor and the FDA on
what the product is clained to do and the data that
support that claim And it is used potentially as
a primary source of patient information, but there
are other routes. The FDA has been encouragi ng the
devel opment of what are called patient package
inserts, which are nodifications of the form
| egalistic product label, in order to inpart
i nportant information. And then for particul ar
products, there are white papers and ot her
docunents that the FDA will produce, and then there
are many ot her sources of information to patients.

DR. SCHWEIM | have one question for
clarification. |In your presentation, you presented
Part 201, Subpart B, indications and usages, and in
this paragraph, there is used a comon belief and a
common use. | think it's very conplicated to
clarify what neans this in this sense, what's
common in this sense, consensus conferences and so
on. Would you pl ease comment on that for ne?

Then | have a remark. |'malso not very
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famliar with the situation in the U S., but |
wanted to give you sone views of the German
situation. In Germany, we have three types of
information. One is the package |leaflet. The
second one is the health professional information
And the third one are brochures done by the

phar maceuti cal conpani es for advertising and so on

The first one | mentioned and the second
one | nentioned is according to the German drug
law. The third one is according to the Advertising
Act amendment to the Gernman drug |aw. And nunber
one and nunber two always indicate only information
which is proved by the German conpari son
institution to the FDA, and there the
phar maceuti cal conpanies are not allowed to add any
advertising or not proved information.

I think in Germany we do not have such a
type of Freedom of Infornmation Act, especially not
for prescribing-only drugs. This information,
prescribing-only drugs, information is only in the
health professional information. And if any
representative froma conpany is visiting a doctor
and tries to inform hi mabout new indications, new
products, he is forced to let the information with

the health professional information in his office.
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He nmust hand it over. |In any case, it's according
to the German | aw.

And by this type of dividing the
i nformati on, we have an act, it's a European
regul ation for the Best Understandabl e |Information
for Patients Act, | would translate it, and in the
heal t h professional information there, such
information as, for exanple, clinical trials with
failures, clinical trials which have not the right
results, can be nentioned, and they are not
mentioned in the public information for the
patient.

So | think the principles to have as much
i nformati on as possi bl e about the drug to be used
is obvious. But this type of dividing the
i nformati on, addressing health professionals in
anot her way and addressing the public, | amvery
pl eased with.

DR H RSCHFELD: Can | address the first
part?

DR SANTANA:  Yes.

DR H RSCHFELD: Thank you for your
comrents and your informative response, Dr.
Schweim The regulations are witten so that they

can be flexible, and there are words that are used
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whi ch al |l ow case-by-case interpretation. So in
this context, the word "common use" or "conmon
belief" is sufficiently vague that presunably
what ever determ nation needs to be nade can be nmde
on the case-by-case basis.

DR. SANTANA: Dr. Reynol ds? Then
Ettinger, then Pelusi, in that order, please.

DR. REYNOLDS: | think that Mark Bernstein
made an interesting point, and that is that the
| abel can, in fact, inpact outside of this country.
And | just wanted to make sure that the commttee
and t he agency recogni zed that there were sone of
these inpacts. A good exanple of this is
13-cis-retinoic acid, which is used off-1abel in
this country and basically throughout Europe for
treating neuroblastoma, in fact, has a | abel ed
indication for this in Italy, which | found
interesting that they chose to do this. But the
drug has no use outside of neuroblastonma in Japan
because it doesn't have an (?) problem So the
Japanese cannot get this drug, and the Japanese
can't bring it in because their governnent |ooks to
our | abel for indicated use, and since they don't
see it, then that nmakes the inportation of the drug

difficult.
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So | think that there are sone governnments
that do | ook at what happens in the |abeling, and
the actual availability of a drug could be inpacted

on by not having pediatric |abeling indications.

M5. ETTINGER: | think that for the
patient, famly, and the nurse, | think labeling is
nmost inmportant. | know that as a nurse | al ways
read the package inserts. | find it invaluable to

know exactly what's going on or what went on to get
that drug to where it is.

From the patient/parent perspective,
they're reading | abels, too. | always appreciate
the patient inserts that are supplied as a separate
entity.

On the other hand, | think that everyone
shoul d--1 think that the patients and their
famlies absolutely | ook at themas well, and
what ever is available on the Internet is always
| ooked at, whether it's fromthe conpany that
produces it or fromany other source that fanlies
can get. The nore information that's avail abl e out
there | think is always inportant, particularly
fromny perspective as a nurse.

DR PELUSI: | agree with those conments.

To the coll eague from Gernany, | appreciate the
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1 fact that in the inserts you have the negative

2 trial results as well. And | think that's very

3 val uabl e because for ne, having patients and

4 famlies come in, again, they're always asking,

5 "But | hear we're using here and here and here,"

6 and yet there is no real definitive place where

7 those negative results can be seen. And sonetines
8 they fell like, well, perhaps you just don't know
9 that you can have access to it or it's used in a
10 different setting. So | think that's very

11 inmportant in the |labeling as well.

12 And the package inserts, | think for

13 patients specifically, really would help

14  trenendously.

15 DR PAZDUR. The patient package insert
16 think is really a critical thing. Anybody that

17 takes a | ook at these product |abels realizes

18 they're somewhat--they're getting sonmewhat

19 unmanageabl e.  You know, it's sometimes hard even
20 for us to find out where the indication is, and
21 there are initiatives in the agency to really kind
22  of nodernize the |abel and make it a little nore
23 user-friendly with an abstract, perhaps, and those
24 have been ongoi ng.

25 One of the things that | want to
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enphasi ze, renenber, we're not talking about
pediatrics in isolation here. And | think when we
take votes and have this discussion, we have to
understand that oncology is a bit different bird
than the rest of medicine in the sense that we do
have a trenmendous anmount of off-label use in adult
oncol ogy as well, obviously, in pediatric oncol ogy.
And, therefore, what we put in the |abel, we have
to have an understandi ng of how useful it would be.
If we start putting every negative Phase Il trial
in a label, this could become quite unnmanageabl e,
and especially when one sees, you know, sone of the
nmore conmon drugs m ght have nmaybe up to 15, 16
different types of tunors that are studied or types
of indications. So exactly what to put in there,
we really need to have a further discussion on and
what woul d be its inportance, because it doesn't
just affect pediatrics but would have a w der
trend.

So in the deliberations that we're going
to be discussing, | really would like people to
keep that in nind. W're not acting just in
isolation here with pediatrics, that if we start
putting in informati on based on two out of eight

patients treated with a certain disease in
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neur obl astoma, would we put that information in for
two out of eight patients treated with netastatic
col on carci noma?

You know, here, again, we want to get
i nformati on out, but there is some comonality and
sonme precedents that this could set, and we really
have to be cogni zant of that al so.

DR. SANTANA: | want to kind of follow up
on that, because | was struck, since you guys
presented five very informative cases and each case
has its own uni que aspect to it, | was struck by
Case No. 4 in that the indications were conpletely
different in that the preponderance of evidence in
terns of the nunbers of patients was not very big,
but a decision was nmade to include negative data in
the | abel, which would go contrary to sone of the
di scussion we've had so far. And obviously it's a
case for discussion, but | was curious to know how,
based on the current environment, how that decision
was made. Maybe one of you could clarify.

DR HI RSCHFELD: | want to nake what |
believe is a critical point of information in that
whil e data can exi st from many sources--and
appreciate Malcolm's pointing that out to us--in

these particular cases, these are data that are
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gener ated because the FDA requested it, and these
are data that in nost cases are being in sone way
subsi di zed by the taxpayers, which is all of us, in
the formof the financial incentives the conpany
receives.

So in these cases, | believe the data not
only deserve considerati on which would be different
fromother types of data, but because there's been
this public trust in the regard, there's an
obligation to use these data in the nost effective
way.

DR. SANTANA: My point, Steve--and that's
what | tried to say alittle bit earlier this
morning--is that we're really tal king either taking
a very conservative view of what the product | abel
is, and then trying to introduce these issues, for
these issues into the Iabel, or a nore libera
approach or a rethinking of what the | abel should
be based on these pediatric initiatives. But |
al so recogni ze what Richard said, that this goes
beyond pediatrics in terns of the | abel content.

So though | do recogni ze that we all have
an interest in this, both scientifically,
ethically, and financially, maybe for sone of this

data the |l abel is not the correct vehicle to convey
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the information to the public. That's the point |
amtrying to make, that | think we are either very
protective of the label in the way we viewit as a
community, and if that's not the correct mechani sm
to provide the information that we're being funded
to provide, we then need to discuss what are those
ot her nechani sns so that the public and physicians
get that information.

So |'mnot saying the information should
be put away and not |istened to. |'mjust
questioni ng--and hopefully it will cone out in the
di scussi on--whether the label is the right vehicle.
That's my point.

DR. H RSCHFELD: | think you' ve sunmarized
exactly the crux of the whol e discussion

DR. SANTANA: Hopefully sone ot her people
have somet hing to say.

Dr. Finklestein?

DR. FINKLESTEIN. First a coment for
Ri chard and then some questions for Steve. The
comment for Richard is the American Acadeny of
Pediatrics feels very strongly that labeling is
important for the general child. So | realize
we' re di scussing oncol ogy, but pediatrics needs

| abeling badly. This is extrenely inportant.
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Now, for Steve, a couple of things. One
is | wondered if you could--and they're a series of
questions. One, | wonder if you can quantitate
over the last three years the nunber of cases that
have now come to your attention because of our
interest in oncologic drugs for children and the
submi ssi ons nmade by the pharmaceutical industry.

Second, do you have any handl e on how nmany
oncol ogy drugs have been approved for labeling in
pedi atrics; nanely, what is that total nunber?

And the third thing is really for the |ast
case. How do you define in the FDA "effective"?

DR H RSCHFELD: |'mgoing to punt on that
| ast question because that's a whol e di scussion
unto itself. But the short answer to the | ast
question is: Live longer, live better. And we
have nmany di scussi ons and publications on that
t herne.

But to back up, we have issued
approximately 30 witten requests for pediatric
studies in oncol ogy, and as far as we know, they've
all been accepted and are being acted on. W have
received the five that you' ve seen in response, and
they're continuing to cone in. And we have

effected | abeling changes in a subset of those
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five, as you' ve seen, with a couple still pending.

We have some prograns under devel opnent
which will be coming in with a pediatric indication
as the first approval. And overall, depending on
how one counts pediatric indications, but Dr.
Pazdur, Dr. Smith, Dr. Peter Ho and | have a
manuscri pt which tabul ates these in various ways.
And if there is a nmention of a pediatric disease
somewhere in the product |abel, then it conmes out
to be about 16 products. But formal indications,
it's actually fewer than 10, and the last tine
prior to this year that we had a subnission was in
1990.

DR. PAZDUR: | wanted to follow up on
Jerry's comment. By no neans am | di scouragi ng--|1
want to make that real clear--any inclusion in the
pediatric label. | think there is a great need for
information, but I think we have to as a group
tackle with these difficult problens.

One of the concerns, obviously, if you're
putting in relatively prelimnary data, two out of
14 patients that got a response in a particular
tunmor, are you giving a de facto indication to the
sponsor by including that data? So | think you

have to be--and woul d that potentially actually be
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del eterious in precluding further study and real
studies to be done if they already have a cl ai n?

One of the things 1'd like to bring out
is, you know, one of the areas we're very carefu
about and concerned about the labeling is
pronotional clains that sponsors nake. Because of
the nature of pediatrics--and 1'd |ike sone
di scussion on this--1"mreally not that concerned
because the pediatric patients, especially
pedi atric oncol ogy patients, basically have a
different type of practice--or pediatric
oncol ogi sts have a different type of practice nuch
nmore involved in protocol applications than, say, a
claimthat a sponsor would nmake in the treatment of
breast cancer based on two out of eight patients
havi ng a response in breast cancer and then trying
to nake some claimthat this was active in breast
cancer. | think the same pronotional concerns,
al t hough theoretically could be there, perhaps
don't apply that well in a realistic arena to
pediatric oncology. And I'd just like to get sone
feeling on that from sonme of the people.

DR. SANTANA: | can coment from ny own
perspective, and others that are nobre senior can

comrent, too. | think, you know, as you well know,
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pediatric oncology is primarily clinica

i nvestigating, protocol-based, so that the

i mpact--1 can speak for nyself, and | think the
people at St. Jude, the inpact that pronotional has
on whi ch drugs we choose to study or how we choose
to do our studies is, at best, negligible. It
really has no major inpact.

But we need to be cautious about that
because the field could change, you know, 50 years
fromnow But | think currently it's a very
negligi bl e i npact.

Greg, do you want to conmment on that?

DR. REAMAN. | would certainly agree with
that. My only reservation would be in the setting
of recurrent disease. Certainly in newy diagnosed
patients, in the context of front-line therapy, |
think promotion would have a little inpact. But in
the setting of recurrence, | would anticipate sone
potential problens.

DR. SANTANA: Dr. Mel enmed?

DR MELEMED: | wanted to reiterate the
val ue of pediatric--or the package insert in regard
specifically to the pharmacokinetics, the dosing.
Sonewhat ironically, in all other indications it's

a very valuable resource for pediatric oncol ogists
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to look at. Unfortunately, in oncology there's
very little guidance and, therefore, we have to go
to other sources to get that. So | think in that
area, it's very inportant to get sone sort of

gui dance on how you use these drugs, even though
they may be for a potentially different indication
than what it's approved for

DR. SANTANA: Dr. Schwei nf?

DR SCHVWEIM | would again tell you
sonet hi ng about the German situation, especially on
the topic of label use. |In Germany, 90 percent of
all children are treated on protocols like in the
U S, and they are treated in clinics. But then we
have the followup with the outpatient problemthat
I would tell you about. The German situation can
be described that 90 percent of the inhabitants are
insured for health occurrences via a governnmenta
based i nsurance system And, therefore, it's very
conplicated that our court of social affairs has
said that drugs only can be reinbursed if they are
used according to the labeling. That's not the
problem-that's not the problemfor inpatient
because there is anot her system working, but for
outpatient, it's a very bad situation because the

oncol ogi st for outpatients has the problemthat he
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cannot be reinbursed for the treatnent he has for
the children coming fromthe clinics, and he al so
is not reinsured if he nmakes any failure as a
clinician because the insurance conpany only
insures themif they're using in the correct way of
the approval. And we have tried to figure out how
many cases there are, and | think it's only 20
percent where the treatnment is occurring to the

| abel ed indication. And | think it's not the
severest problemin oncol ogy, pediatric oncol ogy,
but it's much nmore worthwhile to figure it out in
other indications that we have |ots of problens
with that.

And then | have a question. You nentioned
the problemw th the package leaflet. | think
according to the I CH harnoni zati on process and the
CTD coments, it's absolutely obvious that all the
itens to be nentioned are in the correct place.

And they follow up sonething Iike a queuing in the
system and | think to follow up very precisely
these CTD comments, not having (?) wth
advertising situation and so on fromthe conmpany is
very useful for patients, for parents of patients,
for nurses to read the package |leaflet as

i nformati on.
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So in Germany, we have decided that all
other information nmust be in a black box--not a
bl ack box as a warning box, but a black box as an
advertising box. There they can state sonme further
i nformati on which nust have to do with the usage of
the drug and, two, nust be approved by the agency.
They're not allowed to use any wording on their
own.

DR H RSCHFELD: Just as a point of
information, CTD that Dr. Schweimreferred to is
Conmon Techni cal Document fromthe Internationa
Conf erence on Harnoni zati on

DR. CHENG Thank you. Getting back to
Dr. Pazdur's comrents about off-1abel use and
i nclusion of negative data, | woul d encourage
the--obviously | think we have to be pragmatic
about the size of the studies and what goes in.
But, on the other hand, we also have to take into
account that often certainly in the UK , UK
press, and concerns that health professionals,
pedi atricians, and parents have is that drugs
haven't been tested at all in children. So at
least if there was some data, | think that would at
| east allay sonme of their anxieties, albeit

negative, but obviously |I think to put in two out
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of eight, | think we would have to have a
case- by-case discussion for each one. | think it
has to be interpreted carefully. But, on the other
hand, overall | woul d encourage it because
certainly in the U K press, we get a lot of
children being tested or being used as aninmals
because drugs have never been tested in this
popul ati on.

As far as the label is concerned, | think
in the U K and Europe, the equivalent is the SPC
the Sunmary of Product Characteristics, and | woul d
agree with Dr. Santana that it may not al ways be
the appropriate way of communicating to health
pr of essi onal s because they don't always read it.
However, | think it's still an inportant docunent
froma regulatory point of view, and it has to
be--it is the agreenment between a regul atory
authority and the pharnaceutical conpany, and it
shows that that data has been subnitted, the data
has been reviewed. It may be that it needs to be
suppl enent ed by ot her comruni cations so that it
reaches the health professionals and the nurses and
the patients.

Then one final question to you is

obviously these data, as | said before, are very
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encouragi ng, but they don't fully answer all the
questions. Wat neans do you have in the U S to
go back to the conpani es and say what plans do you
have for further study to answer the unanswered
questions that have been raised by these studies?

DR. SANTANA: Steve, do you want to
address that?

DR. H RSCHFELD: Yes. W have hopefully
just our interest and our persuasive abilities at
hand. W don't have other tools, other regulatory
tools, but we hope that, again, because we view the
pedi atric oncol ogy conmmunity as a conmunity, if we
have di scussions with the Children's Oncol ogy
G oup, with our colleagues at the NCI, with
col | eagues at sone of the independent research
hospitals, further devel opment coul d occur

DR. SANTANA: Dr. Hagey?

DR HAGEY: Wth regards to these five
case studies and dosing in particular, perhaps
could ask for alittle clarification as to why the
dosing information was really provided, it |ooks
like, only in Case 4. 1t appears that maybe
per haps 450 children were tested, but yet the end
result is maybe only any dosing information only

i ncluded for one of those studies.
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DR, H RSCHFELD: If | could respond to
that, Dr. Santana. Case 4, actually, dosing
informati on was not provided in the label. |If
we're referring to the sanme case, that's the one
where there was | ack of activity. Yes, but you
meant--1 think your point was how can so nmany
chil dren have been involved in studies and yet it
doesn't quite nake it to the label. And we
actually--and I'lIl ask Dr. Zajicek or Dr. Booth to
amend the comments, but on the whole, the data that
we subnitted, the raw data, could be analyzed and
coul d be used to deternine dosing.

Now, whether we decided to--so, therefore,
the studies in our view were informative and,
therefore, ethical. Wether those data nade it
into the product |abel or not varied according to
the circunstances, and | should say that we haven't
taken final action on all of these cases. So there
may be nore. But Case 2 was one where there was
information that we were able to include in the
product |l abel, and I'Il ask now Drs. Zajicek and
Booth if they have anything further to say.

DR. ZAJI CEK: For Case 1, ny understanding
is there's some plan, if the drug has an

indication, to put in the PK data. So it's likely
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that that may go in.

DR. SANTANA: | thought she was tal king
about Case 2. Were you tal king about Case 2, just
for clarification? There's some confusion about
whi ch case you were--

DR HAGEY: Yes, Case 2 appeared to be the
only one where dosing information was included. |
incorrectly spoke as Case 4.

DR. SANTANA: Dr. Boyett?

DR. BOYETT: Richard, when you were
tal ki ng about two out of eight, et cetera, nunbers
of response and trying to deternmine efficacy, if
these data were generated by a well-designed,
pl anned clinical trial, then the investigators
prospectively wote down how certain observations
should be interpreted. And so we shouldn't be
tal ki ng about them out of the context of the
clinical trial in which they were generated. |If,
in fact, the study said that two out of eight would
result in concluding that the drug had no activity,
then certainly | think that was an indication that
should go into the | abel, and perhaps that's what
happened with Case No. 4, where what was witten in
the | abel actually interpreted what was

prospectively decided before the clinical trial was
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run.
| have a question about Case No. 1. You

wite down that really the concern is trying to

choose the proper pediatric dose, and |I'mnot sure

I know what the definition of "proper" is.

DR ZAJICEK: The applicant--the doses for
the pediatric--the initial dose, the starting dose,
was designed to have the sane exposure as the adult
dose. So the thought was that if the adult
exposure, you know, was X for that, the adult dose,
then if the pediatric dose had the sane exposure
and it was effective, then that woul d be the
correct dose. The problemhas been the overlap

DR. BOYETT: Well, actually, is that a
wel | -formul ated question to address, anyway?
Because there's variability in exposure anobngst the
adul t s- -

DR ZAJI CEK: Absol utely.

DR. BOYETT: --who got the same dose. So
you could say that we want a pediatric dose that
achi eves the sanme exposure as in 50 percent of the
adults or 75 percent or sonething like that. But
to say the sane exposure seens to ne like that's
not well fornul ated either

DR ZAJICEK: | don't argue. It's a
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conpl i cated question about what the right dose was,
and, again, we're tal king about a snmall popul ation,
you know, a small nunber of pediatric patients, a
smal | nunber of everything. And we're stil

di scussing this. So you're right, and we're not
sure what the right answer is.

DR. SANTANA: Dr. Smith?

DR SMTH: W' ve heard how nuch both
patients and nurses and physicians desire
information in the label or in other places that
they can get access to. Wen we're talking about
the | abel, though, the inplications of not updating
the label in a tinely manner, | wonder if you've
consi dered those, particularly as we think of the
patient, the famly that reads the | abel, the dose
that their child is receiving is different, is
bei ng used--rather than single agent, is being used
in conmbination. And because the |abel hasn't been
updat ed, you know, it's not reflecting what their
child is receiving. This creates confusion and
sonetinmes hostility and difficulties, when, in
fact, again, as you nentioned before, there may be
good reasons that that dose is being chosen, that
there are other sources of data that the treating

physi ci an has had access to that justify the dose
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or the conbination that's used.

I wonder if you could comrent on the
inmplications for not updating the label in a tinely
manner and whether it would be possible to include
some di sclaimer that, you know, there may be
additional data that aren't included in the product
| abel that the physician nay have access to, to
gui de the appropriate use of the drug in children

DR PAZDUR. This is a very difficult
question, you know. W rely basically on conpanies
to subnit data to update the product |abel, and as
I said, in oncology there is ranpant off-I|abel use.
If you take a |l ook at the dose--the | abel on 5-FU
i f somebody was using that as a treatnent guide for
the treatnment of netastatic colon cancer, it would
be totally irrelevant. | don't think it's been
updat ed since the m d-1960s.

We started doing this, and really the
manpower basically to start updating and review ng
all of these labels to make themas if they were,
quote, treatnment guides for a disease or the way
the drug--every possible indication or how the drug
is being used, it is very difficult, it is very
ti me- consum ng--woul d need a huge expenditure of

peopl e and time and probably al nbost a doubling of
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the staff, just using a figure out of the air here.

And you then get into a situation where
you have varying |l evels of evidentiary proof in the
| abel . For exanple, data that we took for the
subm ssion, the original NDA, have constructed the
survival curves, have audited this data, and then
perhaps might include data that we get froma
publicati on where we don't have access to that
prinmary data.

So it becones a very difficult situation
and | abeling has been outdated, and, again, this is
a mpjor problem But it really would require a
tremendous anmount of resources to address this
issue, to make it current, and then how to conti nue
to make it current.

DR REAMAN: | concur with Malcolmthat it
is a mgjor problem and | also understand the
magni tude of the problemin trying to continuously
updat e the | abel

Al ternatively, would there be an option
for sort of a general disclainer to the label or in
every label, that there may be clinical trials that
are evaluating different doses of this same drug in
perhaps a different schedul e? That may prevent

sone of the concerns that Dr. Smith has raised
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DR H RSCHFELD: | just would like to
anmend sonme of the previous coments and state that
the definition and use of the |abel as a document
i s perhaps beyond the scope of what we wanted to
ask this norning, and what we'd like to get sone
focus to is, given that we've requested pediatric
data, how shoul d those data be mapped onto a
product | abel in different circunstances? And if
we have particular cases that fit patterns, then
woul d those patterns help guide us into fulfilling
what we' ve been given as a mandate, which is to
di ssem nation the informati on that we've asked for?

DR SANTANA: | agree with that, Steve. |
think what |'m hearing Mal colmand Dr. Reanan say
is somewhat different. |It's saying, yes, you've
gone out through whatever nechani sns the FDA has to
request sponsors to do these studies in pediatrics.
And now you're going to be receiving that data
derived fromthose studies that were part of the
request, and now you're trying to deci de how t hat
information, if it's valid or not, makes it into
the label. | don't think we disagree with that.

I think what |'mhearing is you have to
recogni ze that in pediatric oncology, by the nature

of what we do, which is clinical investigation,
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there is concurrent therapy that is going on that
you are not going to be able to reflect in the
| abel in a tinmely manner, no matter how nuch effort
you have, but you need to give the oncol ogy
community a way and the famlies a way to recognize
that there is a concurrent, ongoing discussion of
this product and its indications in pediatric
oncol ogy and give us that tool so that parents do
become better inforned.

I think that's what they're saying.
They' re not saying, you know, which studies you
choose or don't choose that were not part of the
witten request. | think we all agree that you
went out there with a witten request, you' re going
to get that, you're going to evaluate it and nake a
deci sion. But you have to recognize that there's
anot her body out here of ongoing research and
investigation that's occurring, and you need to
give us that tool as part of the label. | think
that's what we're saying. | think we're getting a
little bit nore into the sumary issues.

I want to take a couple nore questions,

and then | want to take a break. | think Drs.
Reynol ds, Pelusi, Vassal, in that order
DR REYNOLDS: | just wanted to nention
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sonet hing we haven't discussed, and that is that
there are a nunber of drugs that are used in adult
indications that are then taken to the pediatric
setting in nyel oabl ative therapy, and that woul d
totally change the pharmacol ogy and the use of them
and the safety and a variety of issues. So | think
that's a separate category and sonething that we
need to think about as to whether or not | abeling
indications for use in that context would be
appropri at e.

DR SANTANA: Dr. Pelusi?

DR PELUSI: M comment just got back to,
again, the issue that Ml col mbrought up in terns
of the | abeling because, again, patients and
famlies really do look at that. And so if there
was a disclainer--but also there may be anot her
mechani sm whether it's the PDQ or whatever, in
terns of what are the current things going on that
may be a nice bridge for patient education and
consuner - - because, again, it's the whole issue of
safety and expectations for consuners.

DR SANTANA: Dr. Vassal?

DR. VASSAL: Yes, | agree with Dr. Santana
about his comrent, but | would like to highlight

the fact that there is a lifestyle--a life after
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the labeling for the drug, and it's inportant that
the | abeling data encouraging the use, the w de use
of the drug in pediatric oncol ogy should be
eval uated in protocol, prospectively evaluated in
protocol. And the key issue is how these negative
results are available in order to avoid duplication
of studies, providing that these studies with
negative results have been conducted with
appropri ate and adequat e nethodol ogy. And ny
concern about nost of the cases here is for the
negative data, there are enough data to say with
this dose, this schedule, this drug is not active
in this disease

The proof of concept is inportant when the
di sease is the sanme in adults and children
However, when we are considering pediatric tunors,
we do need strong data to say it is not active or
it is active. And | would say that it is inmportant
to nake possible a | arger nunber of patients in
such studies to really provide the inportant data,
because, otherwise, we will give sone information,
it's positive, it's not positive, it's active, not
active, and it will not be strong data for the
patients. So the negative results are inportant,

need to be provided, but they need to be
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statistically available and strong.

DR. SANTANA: Dr. Mathieu?

DR. MATH EU- BOUE: Thank you. First of
all, thank you for the clarification for Case 4,
because | had the sane concerns previously
mentioned. And | would like to make a genera
comment. | fully support ny colleagues fromU K
And, of course, we need to have in the product
| abel any kind of relevant information for clinica
use and for the nurse or for the fanmly, for the
patient, as a kind of guidance for use as you
nmenti oned. But | have sone concerns about the
i mpl ementation in the product |abel of very limted
data because sonetines, and especially maybe it's a
Eur opean concern only, but some linmted data
mentioned the SPC or product |abel would in sone
cases limt or decrease the accrual of ongoing
trials. And | think we have to keep that in m nd.

| have al so sonme other comments with
regards to the negative study, negative results
study. | think that, of course, the whole
community needs to have them published, but there's
a conment we can have between agency, regul atory
agency. Maybe we could encourage, officially

encourage the publication of negative results
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ei ther through classical publications with strong
recomendat i ons, official recomendations--this is
a point for discussion, of course--but also as you
mentioned, it's very inportant to have for the
public the data when they have been reviewed. Wen
negative have been reviewed, | think this is very
important to let themknow But | think we could
encourage to help themeither through public
reports through European system for exanple, on
the Net or sonewhere else. So it's two types, two
means, two tools, | would say, to publish the
negative results.

And ny last comrent is about the
conmbination trial, and 1'd like to have the--trial,
I nmean use of chenotherapy and so on, and 1'd like
to have the discussion today about what do we need
in the product |abel about the conbination use.

DR SANTANA: Dr. Ettinger?

M. ETTINGER | just wanted to coment as
wel | about the disclaimer idea and suggesti on,
sonet hi ng about di scussi on of ongoi ng research.
think that's very inportant, and | don't think we
shoul d di scount the inmportance to insurance
conpani es, as you have nmentioned. And we

constantly are being asked--1 amin that position
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in what | do--frominsurance conpanies. And | do
believe that they do read that, not so much just
for billing purposes, as they suggest when we speak
with them but also to see that 5-FU or whatever
I"musing that as an exanple, hasn't been updated
for how many years. And | think that a disclainer
m ght help in there as well with sone form of
reference material to say there is ongoing research
to indicate the use

DR SANTANA: Dr. Schwein?

DR SCHWEIM | would like add three
comrents, the first one on the disclainer
di scussion. |In Gernmany, we would reject such a
disclaimer. Wiile it is indicated there are
ongoing trials of it, there is other information
avai | abl e which the doctor m ght have used, because
to our point of viewit's too paternalistic an
approach of nedicine. The goal is the infornmed and
deci dabl e patient and, therefore, he nust have
access to full information depending on the age of
the child or the decision of the parents.

The second comment | would like to make is
about update of the package |eaflets and the
informational data. |In the German drug |aw, the

phar maceuti cal conpany has an obligation for
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par anount observation of the market and the use of
the drug in the health professional society. And
if there is any change, they nust be forced to
do--to nmake a variation procedure and to include
this new information in their package |eafl et
voluntarily--voluntarily in brackets; and if they
don't do so, then we have a renewal procedure of
five years where the agency thensel ves can change
the package leaflets so that we try--we do not

al ways succeed, but we try to update the package
|l eafl ets as often as possible so that it's al ways
on the active basis. And any changes have been

i ndi cated by printing down the date of the change

on the package leaflet as information for the

patient.

The last item the publication of negative
data. | totally agree with my colleagues. It's a
very, very need to have publication of this. In

Germany, we have the problemthat all ongoing
clinical trials and their results nmust be sent to
my agency, and then they are stored in a database,
and that's it. W are not allowed to publish this
data. We are not allowed to give scientists access
to these databases on behalf of the Intellectua

Property Rights Act because in very sel dom cases
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negative data results to further indications and so
on, and so the conpani es have succeeded that these
dat abases are absolutely confidential

So | appreciate very nmuch the Freedom of
Information Act of the U S. because we collect our
information for the patient via the USA

DR SANTANA: A point of clarification for
me just so | understand. But if the German study
groups participate in nulti-international studies,
then you are obliged to provide that information,
right? 1Is it only just for studies sponsored--

DR SCHWEIM It's only for--the situation
for the sponsor. The agency is filing the data and
is only obliged to use it in pharmacovigil ance
cases. This is the only exception we have. Al
other informations are not allowed to be published
via the agency, but they are waived from ot her
sources, for exanple, in a multi-country clinica
trial fromthe U S. or fromother countries who
have similar Freedom of Information Acts.

DR SANTANA: Dr. Melened, you have a
poi nt ?

DR. MELEMED: It's a comrent in regard to
Mal colmis statenent. | think the questionis: |Is

it better to have sonmething in the | abel regarding
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dosi ng and pharmacoki netics that may be outdated or
to have the opposite that is there, that pediatric
safety and efficacy cannot be established?

DR. SANTANA: Ms. Keene?

M5. KEENE: | just have a couple of
general comments on the conversation that's
occurred to this point. | amin favor of ful
di scl osure and as conprehensive information as
possi ble on the label, on pediatric |abels. |
understand we're not operating in isolation. |
understand that adult |abels could become, you
know, as long as a football field, but that's not
the case in pediatrics. So let's put the
informati on that we have on the | abel so that
parents can nmake infornmed deci sions.

I"mgoing to think nore about the
di scl ai mer concept, although nmy first response is
woul dn't be in favor of it, namely because nobst
drugs that are currently used in pediatric oncol ogy
are not on the labels. They're off-Iabel use.

It's a matter for comuni cati on between physician
and fam |y and explaining to themwhat's on the

| abel, why it's on the label, what is the evolution
of the trial that has been proposed for the child.

And often, as you all know because you do this
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every day, you explain to famlies who want this
| evel of detail--some do and some don't, but the
ones that do, you explain to them what the
evolution of the trial is, the reason this trial is
bei ng proposed for their child, and what the
informati on, we hope, will be |earned fromthat
trial. And then give themall the infornation
that's available and | et them make an i nformed
consent .

| also amnot in favor of a few of the
di scussi ons that have come up about alternate forns

of providing information, especially about negative

results. It is very hard to find things in the
Federal Register. 1It's very hard in sone cases to
find things on the FDA website. | think that if

we're going to put information, we should put all
the information on the |label and let people find it
in one place and then go to their physician, have a
di scussi on about the proposed treatnent, and rmake a
deci si on.

DR SANTANA: Dr. Finklestein?

DR. FINKLESTEIN. | have a suggestion to
hel p quantitate--and | have to give credit to Pat
Reynol ds because he gets stuff before they're

published, and the article that Steve referred to
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that you and Mal col mand Ri ch published actually
quantitates these drugs, lists what's |abel ed, what
isn't |abeled, and maybe after the break, M.
Chairman, if Steve woul d perhaps--undoubtedly you
have it on slides because you al ways have
everything on slides--could showthis. | nean,
we'll find out what's really in the |abeling
situation?

DR. SANTANA: Do you have that
i nformation?

DR. H RSCHFELD: | could share it orally.
I didn't bring slides on that with ne. But | do
want to address sone of the points--

DR FI NKLESTEIN. After lunch

DR H RSCHFELD: Yes. | want to
state--what |'mgoing to say is ny personal opinion
and shouldn't be interpreted as the voice of the
U.S. Governnment in this regard. But | think that
to consider the product |abel as the all-purpose,
up-to-date, thorough nmonograph is not desirable in
terns of the actual intent of the product |abel,
which is a licensing statenent on the use of those
data that have been revi ewed by the Food and Drug
Administration. | think to include a bl anket

di sclainmer that there are other uses and ot her
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doses avail able and please find themout is an open
invitation for all types of promotion, and I'd |ike
M. Alera, when he gives his comments, if he m ght
respond or comrent on that particular point.

I woul d request that although we hear | oud
and clear the need for up-to-date, accurate patient
i nformati on avail able, for our purposes what we're
trying to seek advice on is we have a body of data
and we would like to get the advice on how we
shoul d best handl e those data that we do have. And
the other data, which are in other settings and in
the parallel universe, mght be a very interesting
subsequent di scussi on.

DR. SANTANA: | think we're going to go
ahead and take a break. Make sure you get back on
tine. We'll take a 15-ninute break, reconvene 5
m nutes to 11: 00. Thank you

[ Recess. ]

DR. SANTANA: Let's go ahead and
reconvene. W now have an opportunity for our open
public hearing session. Only one individual has
requested to address the committee, and that is Dr.
Allera. So, Dr. Allera, if you could please cone
to the podi um

I lost him He was just here a few
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m nutes ago. We'll give hima couple nore mnutes.

Then after Dr. Allera, there was a
consensus fromthe conmmttee that Dr. Hirschfeld
present sone additional information froma recent
publication, so we will give Dr. Hirschfeld the
opportunity to address the comittee again.

So, Dr. Allera, please, could you identify
your sel f?

MR ALLERA: W nane is Edward Allera.
I'"mcounsel to the National Cooperative Oncol ogy
Goups of NCI, also an attorney that represents a
variety of clients before FDA. And |' m appearing
today pro bono to discuss these issues of dealing
wi t h oncol ogy and oncol ogy data based on these.

Dr. Hirschfeld and | spoke over the | ast severa
weeks, and perhaps trying to | ook at perhaps the

| arger picture that you as a practical matter raise
today. So he asked ne for ny thoughts.

I"'man ultimate pragmatist, and | believe
we need to devel op a systemthat makes avail abl e
all information about oncol ogy drugs either in the
| abel i ng of the drug products or sone publicly
accessi bl e documents that provide a rating system
for the drug products, such as FDA's Orange Book

Cinicians, patients, and their fanilies and
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friends, insurance conpani es, and others are being
exposed to a cacophony of information about

oncol ogy drug products. The noise cones from

vari abl e sources, is of disparate quality, and is
often unfettered. W need to consider a rating
system | think, that would clarify the quality and
quantity of the data. Such an approach coul d be
communi cat ed perhaps clearly and concisely to
interested parties, and it hopefully would create
an incentive for additional research that could be
used to support reinbursenent. Such an approach is
consistent with the historic approaches of FDA's
regul ati on of information, especially as that
authority has been refined by the courts.

Now, Dr. Hirschfeld, as always, gave a
very thoughtful presentation and went through the
hi story of FDA regul ation and the statutes. |
think it's interesting that nost recently--and he
mentioned the '62 act, which added adequate and
wel | -controlled investigations to the statutory
definition and gave FDA the authority over drug
adverti sing.

That was an interesting era where you had
basi ¢ nedia, radio and tel evision networks,

newspapers, and national magazines, and it was
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1 expensive to provide that information. Regulation

2 was straightforward. We were al so pre-Medicare,

3 pre- Medi cai d, pre-cable tel evision, pre-conputer,

4 |l et along pre-Internet. Health care information of

5 any kind was generated in limted anpbunts, was

6 accessible through limted neans. Health care

7 prof essional s and government were accorded a

8 def erence that's al nost unfathomabl e today.

9 In the early 1970s, FDA through rul emaki ng
10 established the format for the package insert and
11 drug | abeling. And one goal of that revision was
12 to provide health care professionals and others
13 with a standardized format for conparing the data
14 that FDA had anal yzed and reached a concl usion
15 about. Data fromclinical and other trials as well
16 as relevant studi es of new drugs were subnmitted to
17 FDA, and only that data deemed appropriate were
18 included in | abeling and characterized by the
19 agency. Also, you had a very nice, controlled
20 clinical system
21 That sinple systembegan to crack in the
22 1970s and 1980s with the so-called patient package
23 insert. After that cane direct-to-consumer
24 advertising. Then the courts began to limt FDA' s

25 ability to regulate truthful information about
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drugs, holding that the agency's constrained by the
rules that apply to the regul ati on of comerci al
speech.

For al nost 30 years, infornmation about
drugs was linmted, and that information was
avail abl e only through the FDA filter. For the
past decade, however, that nodel has not been true.
Formul aries, both public and private, are the norm
Ther apeutic decisions are nade routinely on the
basi s of economics. Economic decisions are made on
the basis of data conparisons that FDA woul d never
permt pharnmaceutical conpanies to make

So today we face a new paradigm Through
techni cal advances, information of all quality and
quantity and veracity are available. Data are
avai l abl e from chat roons and unregul at ed sources,
fromtrue believers and charlatans. Patients and
their famlies have, we have found, an insatiable
appetite for information about their diseases,
particularly as they becone nore |ife-threatening.

Negative data are often not published or
rel eased. The courts have recogni zed the rights
and the needs of the public to receive information.

We al so have a coal escence of technol ogi es

and products that are subject to potentially
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differing | egal standards. W have drugs, devices,
bi ol ogics, all coalescing in therapy and all being
used. Practitioners are pressed for tinme to

eval uate these data, and paynent for these
treatments is critical to the patients. The

i nformati on nmust be available, therefore, in a
manner that's useful to payers

Most inmportantly, | think, patients,
al t hough they nust be inforned, they nust be
alerted to worthless and ni sl eadi ng, or worse,
data. | think perhaps the nost inportant thing we
can think about is preventing people--having people
have a clear view as to the quality and quantity of
dat a.

In the U S., we've created a fabul ous
oncol ogy research nmachine that has both public and
private arns. The cooperative groups of NCl enrol
about 35,000 patients in clinical trials. The
nunber is about half of the total oncol ogy
patients, so we have a nice private sector arm
For children, it's estimated, as we've discussed,
about 90 percent are on clinical trials, and these
trials are designed to provide inprovenents of the

exi sting standard of care.

But for adults, it's estimated only 3 to 5

file:////[Tiffanie/c/Daily/0304PEDI. TXT (98 of 215) [3/19/2003 10:07:47 AM]

98



file:////[Tiffanie/c/Daily/0304PEDI.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

percent of oncology patients are enrolled in such
trials. A congressional report of several years
ago indicated that about 70 percent of oncol ogy
drug use is off-1label, but much of this usage, of
course, is accepted standard of care anopng
oncol ogists. So we need to develop a system an
i nformati on systemthat addresses the needs of the
patients and practitioners within the real world of
research guidelines and the need to encourage
enrollnment in controlled clinical trials and push
the standards of care and cure rates even higher.
Congress attenpted to restrict the
di ssemi nation of information about off-Iabel uses
by FDA in the Food and Drug Mderni zati on Act of
1997, and the court rejected those restrictions.
But that's only one novenent in this synphony of
information that's available. The courts have held
and believe that the world can no | onger be seen
only through the prismof FDA. Decisions, critica
deci sions about life and death and paynent are made
on the basis of information or data that may have
never been fully analyzed or critiqued by the
agency. |'ma big believer in the old Buckni nster
Ful | er adage that there's no such thing as negative

i nformati on, so we need to think about a procedure
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that provides everyone with the infornmation
available in a useful formso that it can be used
i n thoughtful decisionnmaking processes.

Procedures are al so necessary that
encour age the subnission of information to FDA and
others for review, and such a system shoul d provide
an incentive toward enrollnment in clinical trials,
in my view For oncol ogy drugs, affirmative
r ei nbursenent deci sions are already nade on the
basis of data that may not neet FDA' s statutory
standards. Neverthel ess, Congress and ot hers have
concl uded that such deci sions are appropri ate.

Wth the appropriate process, the failure
to participate could be reviewed in the decision,
and peopl e can then weigh the decision of failing
to submit the information for FDA review or
inclusion in the informati on system And objective
response rates, as you've di scussed, need to be
clearly identified, perhaps, and assessed so peopl e
can recogni ze what a real effective rate is.

A negative result in a snall study may
refl ect an absence of power, and a clinical trial
where anecdotal clainms of great effectiveness may
have zero nerit. Data are generated froma

spect rum of studies, from adequate, well-controlled
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clinical trials through the range that we've seen
di scussed here.

So we need some nechanism FDA's
regul ati on established a content and format for the
| abel i ng of prescription drugs, as Dr. Hirschfeld
nmenti oned. Contained within that format, | think,
is the germof a nodel for this area. There would
be a rating systembased on data. |If one | ooks at
the di scussion of pregnancy effects and
teratogenicity in the regul ations, perhaps we
can--it has an al pha systemfor rating the quality
and quantity of data. That systemrates drugs in
various numeric or al pha categories: A if
adequate and well-controlled studies have failed to
denonstrate a risk of pregnancy; B, if reproductive
studies have failed to denpnstrate a risk and there
are no adequate and well-controlled studies in
pregnant wonen; C, if animal studies have presented
a risk, and it goes on through D and X

So for patients and the needs of insurers,
a systemis used that--perhaps that systemis too
primtive, but ASCO has a system the National High
Bl ood Pressure and Education System have a program
So in these discussions, | think perhaps an

al pha- nureri ¢ system where one rated the necessary
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data that gave it an al pha and a nuneric as to the
veracity of it mght be useful.

I think that information need not be
restricted to the labeling. FDA for exanple,
posts on a nonthly basis the therapeutic
equi val ence ratings of generic drugs in the Orange
Book on their website which gives people an idea as
to which drugs are therapeutically equivalent. So
it is not a systemthat is conpletely out of the
bl ue, and as you' ve di scussed today, there's so
much i nformation out there froma variety of
sources that perhaps, in ny view, a rating system
that's al pha-nunmeric is useful and will provide a
mechani sm for dealing with the difficulties you
face, particularly from pediatric oncol ogy, which
could be used perhaps as a priner systemfor this.

By the way, | wanted to introduce A oy
Matt hew, who's Director of Regulatory Affairs now
for the Children's Oncology Group and who will be
very active in this area.

Thank you very nuch.

DR SANTANA:  Thank you, Dr. Allera.

[ Appl ause. ]

DR. SANTANA: Anybody el se in the audience

who wi shes to address the commttee, this is the
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opportunity to do so.

[ No response. ]

DR SANTANA: If there are no additiona
public coments, then I'Il invite Dr. Hirschfeld to
give us this long-awaited summary that we keep
tal ki ng about. Steve?

DR HI RSCHFELD: Thank you. This is a
pre-print of a paper that will be appearing in the
Journal of dinical Oncology in the March 15th
i ssue, and the Journal of Cinical Oncology is the
clinical journal fromthe Anerican Association of
Clinical Oncol ogy.

The purpose of this study was to exam ne
regul atory experience in the approval of pediatric
oncol ogy drugs, and I'll just summarize the
abstract and show you two tables, and | think that
will convey the information that the committee was
interested in.

The nethod was a retrospective revi ew of
FDA archival docunents, published literature, and
in some cases sone interviews with the people who
were involved in the studies. And the sunmary is
that over 100 drugs have been approved, plus
another 15 to 20 biologicals, but in this case, we

restricted our universe to the applications that
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have gone through the Division of Oncol ogy Drug
Product s.

O the over 100 drugs, only 15 have
pediatric use information in their Iabeling, and
according to a sunmary that Archie Bleyer of M
Ander son, University of Texas, published severa
years ago, there are 30 to 40 drugs which are
commonly used in pediatric oncol ogy of this
uni verse of 100 approved drugs. And, therefore,
these 15 represent |l ess than 50 percent of the
drugs comonly used.

In the past 20 years, there have been six
submi ssions to the FDA for pediatric oncol ogy
i ndi cations, and the rest of the paper is a
di scussi on of these subm ssions. So I'll show you
the key data tables.

This table is a listing of the 15 drugs
that have pediatric use and pediatric dosing
information in the |label, and anyone fanmiliar with
the field will notice that these 15 drugs nore or
| ess recapitulate the history of pediatric and
oncol ogy drug devel oprment from approxi mately 1952
to 1970.

Since then, the foll ow ng subm ssions have

occurred between 1980 and 2001, which was our
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cutoff date for the analysis here. And of those
subm ssi ons, you can see that there was one new
nmol ecul ar entity that was approved in 1990 as
sal vage therapy for acute |ynmphocytic |eukenm a, and
there were two submnissions, one for daunorubicin
and one for nmethotrexate, that were approved as
suppl enents. And these are old drugs.

What we were | ooking for and hoping to
stinmulate by this study, by our initiatives, and by
di ssemination of the information through
publications such as this and through other fora is
to be able to wite in, we hope, the very near
future anot her paper which woul d say recent
subm ssions to the FDA on pediatric oncol ogy drug
approval s.

I"1l take any questions on the data or the
st udy.

DR FINKLESTEIN: Steve, there's another
table, which | knowis long and nay be hard to
show, which is Table 2. For exanple, when you have
a colum in there that says approved indication,
does that nmean within that indication--1 mean, it's
more than the 15 drugs. Am| correct?

DR H RSCHFELD: The criteria for

i ncluding the 15 drugs was when there was both an
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approved indication and approved dosing. So in the
1950s through the 1980s, as the evolution of howto
apply the concept of adequate and well-controlled
studi es evolved, it was possible to subnit pool ed
data on a variety of patients with nmalignancies and
descri be response rates. And we included these

hi stori c data because the product |abel nentions
the pediatric disease, even if the data by
contenporary standards woul d not be consi dered
persuasi ve

In the 1980s, the Oncol ogi c Drug Advisory
Conmittee began to hold its discussions, and
there's a series of discussions which support the
notion that efficacy in oncology should translate
into patient benefit, and the approval standards
fromthe m d-1980s forward have been in continuing
evol ution of that concept of patient benefit.

The approved indications in these
instances refer to the historic standards and
shouldn't be misinterpreted as the contenporary
st andar ds appl yi ng.

DR. FINKLESTEIN. So, for exanple, the
germcell tunmors do not list either carboplatin or
cisplatin as approved; prednisone has no rating for

| eukeni a--just to |l et everyone know where we sort
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of stand. There's a whole enptiness put there, and
some of Henry's brain tunor drugs aren't listed
ei ther.

DR H RSCHFELD: Right, and this is
precisely the point, and all that white space
bet ween those yeses represent the gaps in
i nformati on and the absence of submi ssions for
revi ew.

DR. SANTANA: Any further coments or
questions to Dr. Hirschfeld? Dr. Smth?

DR. SMTH: | would just anend Steve's
comment slightly. In sone cases, they may
represent gaps in information, but in sonme cases,
they sinply represent gaps in subm ssion. There's
plenty of information in the published literature
or, you know, from cooperative group clinica
trials. And so it's again the issue of the
i mportance of recognizing that, at least in the
inperfect world we live in, you know, there are
mul tiple sources of information that are used to
make deci si ons about appropriate treatnent.

DR. SANTANA: Any further coments? Dr.
Vassal ?

DR VASSAL: Yes, just a short coment to

hi ghlight the fact that the situation is clearly
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the same in Europe. | did a survey in COctober 2002
to |l ook at the approvals in terms of narketing
aut hori zation at the EMEA, and out of 280 nedicina
products that were granted on Cctober 8, 2002, 26
were related to cancer or related nalignancy
conditions. And only two out of these 26 had
appropriate labeling in terns of pediatric use.

This is not all the anti-cancer conmpounds
regi stered in Europe, but those centrally
registered clearly are in the sanme situation, poor
and no information about pediatric use. And the
sentence, "Safety and effectiveness have not been
established in the pediatric population," is
clearly something we don't want to see anynore

DR SANTANA: | want a point of
clarification fromthe agency that nmay shed sone
Iight when we get into the questions. Wen witten
requests and exclusivity guidelines are applied to
a product, that is, the agency goes out and says do
these studies in these pediatric patients under
these conditions, and the sponsors do that, when
the information conmes in, is that interpreted as a
mechani sm for a supplemental NDA? |Is there a link
bet ween those two processes? Answer that first,

and then I'll lead to the next one. Howis that
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information interpreted fromthe regul atory
per spective?

DR H RSCHFELD: There are two mechani sns
to submit the information to the agency in response
to awitten request. The first mechanismis as an
NDA suppl enent, and that would inply that the data
that are contained in those study reports would be
sufficient to support a new indication. The second
mechanismis as a | abeling supplenent with clinica
data. And there the inplication is that the
questions have been answered, and what we have to
then contenplate and westle with is of those data,
how much of it should actually go into the | abel
and that's the focus of what we're asking you this
nor ni ng.

DR. SANTANA: Ckay, good. So it |eads ne
to ny second question, which is: |If it's viewed as
information for a supplenental NDA, and the agency
finds that the information is just not there and,
therefore, the sNDA can't be approved, that
information never makes it to the |abel, because
technically the sNDA was not approved?

DR. H RSCHFELD: No, it still could nake
it in the | abel, depending, again, on--we

could--if, let us say, the data don't support
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approval for that indication, but the data stil
tell us something about safety or tell us--because
it's a negative study, or in sone other way
informative, it's quite possible, even reasonabl e,
to consider putting it in the |label in appropriate
sections. And | will go back to say that the

pedi atric use section of the |label is not the
compr ehensi ve summary of the use of the drug in
children. |It's a subsection under the precautions,
and it's intended to state any limtations or other
considerations in using the drug in the pediatric
popul ati on.

DR. SANTANA: Then, given that position,
why when a sponsor cones to the agency with the
required studies for the exclusivity, why does the
agency struggle with what information goes into
changes in |l abel or not? Wy not adopt the
principle that these were studies that were
requested by the agency, they were obviously
revi ewed ahead of tine, whether they're positive or
negative, provide conplete or inconplete
information, why is that information--why are we
struggling with the discussion of trying or not
trying to put that information in the |abel?

Do you see what |I'mgetting at? |If there
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was a process where we requested the information
i ndependent of the end result, what we're saying is
we're committed to that information. And within
the review process, if that information is valid,
why is that information not put in the |abel?

DR HI RSCHFELD: Well, Dr. Santana,
think that's a very beautiful introduction to
asking the questions, because perhaps by the end of
an hour or two, we could have a consensus on that
poi nt .

DR. SANTANA: kay, good. So for the
pur pose of the record, | have to read the questions
to the coimmittee, and what 1'd like to do is
hopeful |y before lunch--we'll take a break at 12
o' clock--at least try to discuss Questions 1 and 2,
and then we'll take a brief lunch break at 12:00.
The original schedule said |unch from 12:00 to
1:00. | think we could do 12:00 to 12:30 if the
conmittee agrees, and then reconvene at 12:30 to
see if we could conplete this in a nore tinely
manner for the afternoon.

So everybody has a copy of the questions,
and for the record, | will read the introduction,
and t hen pose the questions for further discussion.

The Federal CGovernnment initiatives are
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ai med at devel opi ng therapeutics for pediatric
patients and including product information in the
approved package insert or product |abel. Although
the majority of children with cancer in the United
States are treated on protocols fromthe Nationa
Cancer Institute-supported study groups, the
majority of products used in children with cancer
are used without dosing and safety information in
the package insert. Gven that the United States
Congress has indicated in the Best Pharnaceuticals
for Children Act of 2002 that pediatric use
i nformati on should be included in product |abels as
one of the nechanisns to publicly disseninate that
i nformati on, please consider each of the follow ng
si tuations:

I f adequate and well-controlled trials in
children that independently establish safety and
efficacy are subnmitted to the FDA as a New Drug
Application (NDA) or as a Biological Licensing
Application (BLA) or as a supplenent to an NDA or
BLA, then product |abeling would follow standard
procedures. The situations that follow describe
ci rcunst ances when informati on other than adequate
and adequate and well-controlled trials sufficient

to independently establish safety and efficacy are
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subnitted

The first questions pertain to the
situation where a product is approved (safety and
effi cacy established) for an adult indication and
the sane di sease or condition exists in a pediatric
popul ati on.

Previously this comrittee, the Pediatric
Subcommittee of the Oncol ogi c Drugs Advi sory
Conmittee, at a neeting held in Novenber 2001,
recomended that to extend efficacy froman adult
indication to a pediatric popul ation--that is,
usi ng extrapol ati on--pedi atric dosing studies and a
denonstration of clinical proof of concept should
be perforned.

So Question No. 1: |If a product is
approved for an adult disease or condition that
al so exists in children and extrapol ation is used,
consi der what information you woul d consi der
necessary and appropriate to be in the product
| abel . Factors to consider may include dosing,
safety information, proof of concept data regarding
clinical effect in children, separation of
pediatric and adult safety data if differences
exi st.

I'll start with a coment on that. |
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think--1 don't want to assume anything, but | think
the intention of dosing is that there would be

pedi atric data on schedul es and phar macoki netics,
that that enconpasses that broad category?

DR HI RSCHFELD: W would not issue a
request, and, in fact, prior to the incentive
program it was still in the regulations that
pedi atric data nust include pharmacokinetic and
safety infornmation.

DR SANTANA:  And schedul es.

DR. H RSCHFELD: Correct.

DR. SANTANA: O how t he product was used
in that popul ation.

DR. H RSCHFELD: Correct.

DR. SANTANA: Comments? Does everybody
agree that that's sufficient additional information
that should be put into the |label? Yes?

DR HAGEY: For dosing, just to clarify,
is this to be an MID or should this be, quote, a
sancti oned efficacious dose? Because there are
di stinctions between the two.

DR HI RSCHFELD: | think whichever--we
were asking for advice, so if you feel it would be
appropriate and useful to have both an MID and the

dose whi ch was able to denonstrate pharnmacodynanic
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properties in the proof of concept data that we
coul d extrapol ate or use extrapol ation, then that
woul d be a consideration. So | would ask for some
di scussi on on that.

DR. SANTANA: Dr. Bernstein?

DR BERNSTEIN: | think that MID
informati on and the toxicity is seen--that
dose-limting toxicities would be usefu
information to include in a product |abel, although
Dr. Reynol ds' conments need to be taken into
consideration, that is, those considerations are
different if it's used in a standard dose in a nore
standard ki nd of single-agent or nulti-agent
reginen, or if it's used in the nyel oabl ative
context. So they're different. But | think that
that information is useful

| also think it would be useful, if it
exi sts, to have a dose that dose provide a
phar macodynam ¢ endpoi nt so that you can show
some--or if efficacy has been shown.

T3A DR SANTANA: Dr. Ettinger? 21

M. ETTINGER | was going to say the sane
thing, that | think it's very inportant to know the
context in which it was used. And so |I'd say both

need to be addressed.
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1 DR. SANTANA: Dr. Boyett?

2 DR BOYETT: In the Pediatric Brain Tunor
3 Consortium we actually have a trial now | ooki ng at
4  a dose escal ation schene where the endpoint is not
5 the maxi mum tol erated dose, but the dose that

6 achi eves a bi ol ogi cal --nmeasur abl e bi ol ogi cal

7 endpoint. And so, you know, if that was the

8 endpoi nt of the study, that dosing information

9 shoul d be provi ded.

10 DR. SANTANA: Ms. Keene?

11 M5. KEENE: Does safety information

12 i nclude adverse effects? It does. Ckay.

13 DR. SANTANA: Dr. Reynol ds?

14 DR. REYNOLDS: Does safety information in

15 this context include late effects and things |ike
16 secondary mal i gnancies that night be associated

17 with the use of--

18 DR H RSCHFELD: If those data were

19 available, yes. The anticipation would be that at
20 the tinme of early subm ssion, those data woul d not
21 be known, but yes.

22 DR. PAZDUR: The point that | just wanted
23 to bring out, | think the answer whether one

24  studies an MID and includes that information or a

25 nmor e pharmacodynamically directed dose really
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depends on the devel opnent picture of the drug,
obviously. |If one is taking a | ook in the whol e
devel opment plan of the drug in adults and the
whol e enphasis is on an estimation of a targeted
dose, a plasma dose, et cetera, that would interact
with a target, then one m ght not want to take that
to the MID. So | think that this has a trenmendous
contextual or having to be in the context of how
the drug is being devel oped, and that's kind of the
nmost i nportant thing, | think, because we're seeing
many agents that are not going to an MID. And to
say, well, we need an MID in children woul d not be
an appropriate situation, obviously.

DR. SANTANA: Yes, | think that that's why
sonebody on this side of the room nmade the coment
that it should also extend to the proof of concept
principle, the pharmacodynamics relate to sone
ot her endpoint.

DR PAZDUR. \Wen we were asking the proof
of concept data regarding clinical effect in
children, you were after actually sone clinica
data in children, and we'd like to ask peopl e what
their thoughts about that would be and what woul d
constitute a proof of concept.

DR. SANTANA: Dr. Vassal ?
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DR VASSAL: Yes. Regarding dosing in
this situation, | think the information should be
very precise, especially in the case where the dose
in children is higher than the dose recomended in
adults. And this is illustrated by Case No. 2 you
showed previously. And | think there should be
enough data to really give the information about
hi gher doses used in children, especially in young
popul ati on.

DR SANTANA: Dr. Schwein?

DR. SCHWEIM |If the dosing is found by
calculation, in Germany in the health professiona
information the nethod how this has been cal cul ated
woul d be added, by weight or by skin square nmeters
and so on. 1In the official package leaflet, it
woul d not be included. But | would recomend to
have sonme information for the doctor about the
net hod of cal cul ati on.

DR, H RSCHFELD: |'Il just add that that
was used in Case No. 2, and that is, | think, a
good paradigmto follow And | would al so point
out that in the 100-plus drugs that have been
approved for adults, many of them are approved in
conbi nations and not approved as single agents.

And the conbinations are noted in the | abel, and
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specifically the doses. So the conponents of the

combi nations are noted in the product label. So if
there's pediatric circunstance, | just would raise
the question: |If, let us say, Phase | data exists

as a single agent but the use is in a conbination,
how woul d the commttee feel about including which
conponents of the information?

DR. SANTANA: | woul d argue that you
i nclude both and you distinctly identify them as
separate so that people don't confuse them But
you shoul d incl ude bot h.

DR PAZDUR. |If the dose is determ ned by
cal cul ation, what do peopl e think about actua
clinical experience |ooking at that dose? Don't
forget, this will be going out and bei ng announced
as the dose to be used in children. Do people feel
that there should be some clinical experience? And
that's getting down to this proof of concept that
not only deals with the clinical effect, the
response rate in children, but the safety of the
dose. Because, heaven forbid, you know, that our
calculations for all we know about a drug may not
be 100 percent, yet here, again, it's in the |abel
Peopl e can have wi despread use. It could have

i nternational repercussions. COCbviously people take
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a look at our label. And no child would have ever
recei ved that dose

What is the feeling on this? | sonetines
am unconf ortabl e about that.

DR. SANTANA: Dr. Finklestein?

DR FINKLESTEIN. 1'd like to take a step
back because | think we have to have a little
overview here. [|If we |abeled nethotrexate when
started oncology, the way we're using it today is
conpletely different. So |I'mvery concerned about
al so the fact that |abels can't change very
rapidly. | amvery concerned about what dose will
be placed in the | abeling because, as you point
out, it may change and this will be dissem nated
t hroughout the world and whatever--for sone
reason--for some of you--none of you,
probabl y- - maybe Greg, maybe not--we used
met hotrexate 6-MP, vanp, and bryche (ph) and all
ki nds of heavy doses that people don't even know
what these acronyms stand for anynore, but had it
entered the labeling in those days, it would be
conpletely different.

Therefore, I'd like to get back to a
phrase which will help ne in ny discussions for the

rest of the day that actually our Chair suggested
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and was pointed out both from across the continent
and we know here in the United States: 90

percent - pl us of young peopl e under the age of 14

are on protocol. Qur discipline is a protocol
division discipline. 1'd feel confortable--and
don't know whether the FDA could do this. 1'd feel

confortable knowing that in our discussions there's
al so an agreenent that sonewhere in the |abel it
will indicate that children with cancer are treated
on approved research protocols. |If we had that
kind of information to | et us know that the
information is going to change and it's ongoi ng,
that would nmake me feel a little better with the
disclaimers, and it would be certainly informng
the public that whatever they read, they should
al so discuss it with their clinical research
oncol ogi st, because that's what we are.

I need sonething in there to make ne fee

confortable when we enter into the di scussion of

| abel i ng.

DR. SANTANA: Dr. Reaman?

DR. REAMAN. | agree, Jerry, in concept,
but just a correction. | don't think that 90

percent of children in this country are on

protocols. N nety percent of eligible patients
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under the age of 15 are probably on clinica
trials, but there are a nunber of patients with
cancer for whomwe don't have clinical trials and
who are treated off-label with sonme of the drugs
that we're tal king about.

When | nmade the comment earlier about a
disclaimer, | wasn't suggesting that we nake a wild
di scl ai mer invalidating any of the dosage
informati on that m ght be provided in the |abel
But | would certainly agree that if there is
difficulty in updating the information in the
| abel, then there has to be a comment that the dose
i s indication-specific and schedul e-specific and
that there may be ot her doses that are being
eval uated within the context of clinical trials.

DR SANTANA:  Dr. Friedman?

DR. FRIEDVMAN:  Just to answer Richard's
question, extrapolation anal ysis, prediction,
correlation is wonderful. You need three patients.
You need the hard data to have any kind of
confidence. You're not going to dissemnate a
di saster.

DR. SANTANA: Dr. Smith?

DR SMTH.  The question of proof of

concept, you know, presumably the agents that we're
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seeing are primarily going to be the single agents
that have shown activity and gotten approval or
sone interesting conbination. And to showin a
general way that the sanme type level of activity
that was observed in the adult cancer with that

di agnosis is also observed in children, i.e.,
sonething like a Phase Il trial that has 20 or 30
or 40 patients and the toxicity feasibility data,
you know, allows you to denpbnstrate sone
conparability between children and adults, or at
|l east to see what the toxicity profile is. So in
my mind that would be a kind of proof of concept
for nost of the drugs that we'll be seeing.

DR. SANTANA: Dr. Boyett?

DR BOYETT: |I'msitting here having sone
trouble now with the MID going on to the | abel
because the truth of the matter is the classica
definition of MIDis a function of the dose |evels
that you set out to study. And what night be nore
informative is the dose level that's unacceptably
toxi c because the definition of the MID
traditionally is the previous | ower dose |evel that
had acceptable toxicity when the higher one had
unacceptable toxicity. W' re running sone trials

where the distance between, if you will, the
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unaccept abl e toxi ¢ dose and the one that perhaps
enpirically we would call the MID, it's a broad
range. And so, you know, | don't think the MID
classically is well defined. Muybe the dose that's
unacceptably toxic is well defined.

DR SANTANA: Dr. Snmith, do you want to
address that?

DR. SMTH In what we were just saying,
there woul d be a proof of concept, a Phase II
study, and you're going to take sone dose for it.
And so to describe that dose, that schedule, |
think is what, you know, would be nost useful to
have in the | abel.

DR. BOYETT: |If you're using the |abel for
that purpose. But if you're using the |abel for
safety, maybe by telling people the dose that's
unacceptably toxic, it gives them an upper bound to
stop when you get there.

DR SMTH  Certainly that could be
i ncluded as additional information, but the dose
that you're using and that you have the nobst
experience with | think would provide the nost
useful information.

DR SANTANA: Dr. Mel ened?

DR. MELEMED: |' m sonewhat unconfortabl e
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separating the pediatric safety doses, and one of
the questions | have is if you're then having
significant differences froma Phase |l conpared to
a large Phase Il data that you have with adults,
how do you conpare that? | nmean, are you seeing
differences? Is this to give an idea where the
di fferences are?

I understand safety has to be in there,

but you don't want to make conparisons in a snall

Phase || of proof of concept conpared to a |arger
Phase |11.

DR SANTANA: | nean, | think that's a
valid point. Actually, |I was in a different

di scussi on yesterday where we were tal ki ng about
adverse event reporting and mechani sns of that, and
one of the points | nmade in that discussion was
that when | | ook at adverse event data, |'m | ooking
for two things. |'mlooking for the unique adverse
events, the unique things that nmay be particular to
that popul ati on, and you have to have a way of
identifying those. And then the other information
that | look at, because that's the reality, that
there's going to be a lot nore data in adults than
there ever will be in children, so | want sone

conparative nmechani smwhere | could say this
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toxicity is nmore frequent in this population, in
the adults versus kids, or vice versa, recognizing
that the database for the pediatric population is
going to be very limted and it's going to be
historically different in different types of
patients.

But what | want fromthe safety
perspective is to be able to make that conparison.
So | agree with you that | think, you know, you
have to be careful what data is and how you
interpret it. But | think it's useful as a
practicing physician to |l ook at the separation of
adults and pediatrics when it cones to safety data,
recognizing the limtations of that, because that's
what woul d be useful for ne as a practicing
physician to note the differences, recognizing that
the di fferences may be somewhat invalid based on
the data set that you have

DR. PAZDUR. One of the aspects | just
wanted to bring us is perhaps this would be a case
wher e pharmacodynami c rel ati ons and sonme PK
i nformati on could help us feel confortable about a
di screpancy in the dose. But one of the things
that kind of rings in nmy mind as we discuss dose is

what Steve nentioned in some of his introductory
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remar ks. Remenber, the dosing that we generally
put in for an adult indication--for the adult dose
reflects the indication that is being studied here.
And this puts us kind of in a Catch-22 situation
because we don't have sonetines a pediatric

i ndi cation as such

So it's kind of a gray area that we're
dealing with because the dose may vary for the
indication that one is using, potentially the
degree of toxicity; the risk/benefit relationship
may vary. And | think it's inmportant for people to
understand that the dose that we're giving in that
dosage adninistration reflects clinical trials for
a specific indication. And this is relatively
unchartered territory that we're just giving a
pedi atric dose for general use wthout an
i ndi cati on.

DR H RSCHFELD: But in this case, this
first question is focusing on where you woul d be
contenpl ati ng giving the sane pediatric indication
as the adult indication. And when we get to the
ot her questions, other situations will come up.

DR. SANTANA: Any further comrents?

MS. KEENE: Has there been any thought to

considering putting a | ast updated function on
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| abel s |'i ke you have on the PDQ? So when peopl e
read the | abel they know when it was |ast updated,
if that | abel has been updated within the |ast six
months or the last six years

DR. H RSCHFELD: That's always on the
| abel, just as it is in Gernmany.

M. KEENE: It is?

DR. H RSCHFELD: Yes. Mcro-print.

[ I naudi bl e conments of f m crophone. ]

DR SANTANA: The conment was--and | think
it's a very good comment--that the | abel should
reflect the tineliness of the data, and | think the
remark that you hear around the table was that a
lot of us find it difficult where it currently is
| ocated and how it's presented. So that's
sonet hing el se to consider, but separate fromthis
di scussi on.

Dr. Smith, you had another conmment?

DR SMTH: Just related to that, even if
there were a date, you wouldn't know that the
pedi atric section had been updated, and so, you
know, if this were possible, you know, to know what
sections were updated, maybe there's--

DR H RSCHFELD: 1'd like to address that.

Qur friends and coll eagues in the Pediatric Drug
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Devel opnent Division are posting all the tinme the
pedi atric updates. And we not only post themto
make them avail able, we have to report them So
for pediatric data, separate fromall other |abe
changes, there are several nechanisns that are,
think, relatively easy found to indicate that
pediatric informati on has been updat ed.

DR. SANTANA: Dr. Gootenberg?

DR GOOTENBERG. | just wanted to maybe
expand and clarify something that Nancy mentioned
that probably everybody here is well aware of, and
that is that there is another governnent entity
whose nission is to disseninate conprehensive and
up-to-date information regardi ng oncol ogy drug use
and clinical trials, and it has a very specific
pedi atric oncol ogy subgroup, and that's the
Nati onal Cancer Institute's PDQ which has a
pediatric editorial board, a separate pediatric
editorial board, and nmeets nonthly to go over and
review literature data and clinical trials that are
ongoing. It's organized nore by di sease than by
drug, but it has the mission to have an updated
compendium and it's online.

DR SANTANA: Before we |eave this

question, though, | want to get back to a comment
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that Dr. Pazdur nade regarding this issue of
popul ati on PK and deriving suggested doses without
hard, fixed doses. | want to have a little bit
nore di scussi on about that because, as | read Case
No. 2, Case No. 2 was an exanple of precisely where
popul ati on PK was used to deci de between this
wei ght and that weight, these are the doses that
are to be used. But after hearing your coment,
I'"ve becone very sensitive of the pitfalls of that
without truly denonstrating that the actual doses
patients are receiving are safe.

Does anybody el se feel that way? Can we
have a little bit nore discussion on that point?
There's something there that you said that bothered
me, and | want to reflect it. And | don't know how
to fix it except to be honest and say this dose was
a derivative dose based on this information rather
than a dose that was obtained froma Phase |
single study or Phase |1l study. Mybe that's the
way around it, but | think the clarity of that
message shoul d be nade.

DR. PAZDUR: | guess the thing that really
makes me unconfortabl e about this, we go through a
tremendous anount of work to review these

applications, to verify the dose, to verify
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accuracy of information, and then we have a dose
for pediatrics that nobody ever used, that we
think, fromthe best of our science and
cal culations, et cetera, and extrapolation, is a
saf e dose but nobody has ever used that dose. And
this is not unique to pediatrics. |In other subpopul ations,
for exanple, we've debated this, for
exanple, in calculating doses in renal failure
patients, what to put in the |label, or hepatically
conprom sed patients. And it always has been a
degree of angst for me to include that information
if nobody's gotten a dose. It perhaps reflects a
heal t hy skeptici sm about the accuracy of sone of
these cal cul ati ons and assunpti ons.

DR SANTANA: Dr. Reynol ds?

DR. REYNOLDS: | would just say that |
think that if you're going to put on a |label a
cal cul ated dose with no pediatric data, | would
agree with Henry, | mean, you've got to have
pediatric data. So if you feel compelled to put
such a dose, it should be correctly identified as a
derivative dose in which there is no pediatric data
to support it. And then you could have in addition
an addendumto the | abel, once pediatric data was

avai l abl e, that would allow you to then | abel an
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actual pediatric dose

DR. PAZDUR: Should it even be put in?
That's the question, because it encourages people
to use it. That's the issue here. Yes, you could
make all of these disclainers.

DR REYNOLDS: | would agree with Henry.

DR. BERNSTEIN: Maybe | read Case No. 2
incorrectly, but it said that there were--what's
described is that there were 24 patients treated
bet ween the ages of 5 nmonths and 16 years. And so
| absolutely grant that this is a limted data set,
but the way | read it, anyway, it's nore than
simply a derived cal cul ated dose. In other words,
sonme child actually got that dose and it was safe
for that child. Not a lot of children got that
dose, but there were some children who got that
dose.

DR H RSCHFELD: |f Dr. Booth or Dr.
Dagher are here, | think--is Dr. Booth here? No
Dr. Dagher can address that explicitly, but in
essence, there are children who got the dose.

DR DAGHER Yes, there were children who
received either dose. The issue was that you had a

starting dose that, a priori, was deci ded on based
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on the age and size. And then, subsequent, there
were dose nodi fications based on the exposure,

whi ch, without going into the detail of this
particul ar product, is not unusual in this reginen
that is used in certain settings that | outlined,
the hematol ogi ¢ nalignanci es, immune deficiencies,
et cetera. And there were then dose nodifications
made subsequently.

So what we actually inserted in the | abe
is not just those two cutoffs that | showed for the
two di fferent recommended starting doses that are
clearly | abel ed as recommended starting doses. W
actual ly then had gui delines for dose
nmodi fi cations, which included also the formul a that
is suggested, et cetera, et cetera, all the issues
that you' ve--or nmany of the issues that you've
raised. So that wasn't part of the presentation,
but all those issues were taken into account.

Now, one point | want to address that was
brought up before, Ml col mbrought up the issue of
a disclainer. 1In this particular case, we clearly
recogni zed that there's an issue where you have
dosing information provided in a situation where we
clearly felt that, you know, there's not enough

data to support a new efficacy supplenment or a new
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1 indication. So the way we dealt with that is--we
2 did, you know, several things. One, we nade sure
3 that that information was provided in the pediatric
4 subsection, nothing in the indication. The second
5 thing is that in that subsection, in the begi nning
6 part of that subsection, the first statenment is

7 that the efficacy of the drug in the pediatric

8 setting has not been established.

9 Anot her el enent that sonebody brought up
10 earlier was, you know, if there's a concern about
11 combi nation use, concern about maybe msinterpreting the
12 context in terns of we're providing a
13 dose, but how does that fit in with the clinica
14 context where there are many different uses?

15 In this case, as in Case No. 4, where

16 Susan nentioned that they provided a very brief

17 description of the trial, we did that in this case,
18 too. 1In that pediatric subsection, the specia

19 popul ations section, we did provide a bri ef

20 description of the clinical study which provided
21 starting doses used, planned and used. This was a
22 conbi nation setting, so there was information about
23 the conbi nati on context, and a very brief

24 description of the patient popul ation, including

25 the age range, et cetera. So that's one way in
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which we tried to address the issue that this
informati on has to be taken into context given the
limtations of the data that are provided

DR PAZDUR: | guess, you know, that
focuses nicely on this whole area and why we're
aski ng these questions. You know, everyone is for
nmore i nformati on about pediatrics to be included in
the | abel. That was the whole part of, you know,
since we started neeting two years ago to encourage
that. So nobody is against that. But we have to
put it in the issue of what information is
clinically useful to somebody, and if it isn't
clinically useful, could it actually be abused in
the sense of naking erroneous decisions, treating
children in an inappropriate fashion, interfering
with further clinical devel opnent of the drug? W
want to include information, but | think in the
context of--in the discussions we have to say what
is the usefulness. WII sonebody understand how to
use this drug and be better off for it rather than,
okay, let's just put everything in the product
| abel here. And the use of disclainers, | don't
know, to be honest with you. It nay be great for
cigarette packages, but | don't know how useful

they are, because when you see it in the product
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| abel , there's an inplicitness about perhaps it
shoul d be used or could be used. |'m not agai nst
putting in disclainmers, by any nmeans, but | think
that we just can't say, well, if we don't know
anything, let's just put a disclaimer on it.

How useful is the information going to be
that we put in the |abel to naking a clinica
decision? And that is really the whol e context of
all of these questions.

DR. SANTANA: Richard, | interpreted the
di sclaimer issue maybe a little bit different from
you. | interpreted the discussion that there is
data; it's linmted data. You provide the
information that's nore relevant to that indication
based on the data that you have. You can't deny
that data. And the disclainmer just indicates that
because the field is a clinical investigative
field, it's an evolving target, if you want to use
that phrase. It's an evolving issue, and people
should note that this dose that's reconmended or
this safety profile based on this study is an
evolution. And you could use it in this context,
but you have to understand that there's a parallel
universe. That's what we're saying. W're not

saying disclaimng the first.
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DR. PAZDUR: | guess, you know, one of the
questions that | have, information is always in an
evol utionary process. Were do we nake that cutoff
before--yes, this is good enough to go into the
| abel or should there be further studies that are
done that really would give people nore information
on how actually to use this. And this is a very
gray area of judgnent, and that's why we're
bringing this up. And | think you could all see
the sense of unconfortabl eness here. You could
have--you know, do you--after one Phase |l study,
do you put that information in? Should you wait
for further information or duplication of it?
Peopl e are going to be naking deci sions based
on--not an inadequate database, but a database that
isin evolution. And that's true for all of
medi cine as it goes on. Even when we approve the
drug, that drug is going to have a life and further
studies to be done.

But | guess this is the inmportant aspect
that | want to franme all of these questions on, is
the clinical utility of the information that we're
putting in here and the safety aspects of putting
in information.

DR. SANTANA: Dr. Reaman?
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DR REAMAN: | have no concerns about the
safety aspects of the information. | do have sone
concerns about the appropriateness or the
conpl eteness of the clinical utility information.
And | would certainly agree that in medicine in
general, these databases are evolving. But | think
it's alittle bit nmore dynamic in pediatric cancer
So that if you were to include a dose froma Phase
Il study, recognizing that we generally don't treat
chil dhood cancer with single agents, there nmay be a
different dose in a conbination regi me which may
al so be different depending on the schedule in
whi ch the agent is used.

So ny only reason for nentioning the
disclaimer was to nake it clear that the dose that
was in the | abel was the dose that resulted from
this Phase Il trial of 22 patients with these
di seases and these were the toxicities, and
shoul dn't be viewed as the recomrended dose for
every patient with every possible malignancy, or
even the one for which there is the indication,
because there may be other contexts in which the
drug is used.

DR. SANTANA: Dr. Bernstein?

DR. BERNSTEIN. 1'd like to support what
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Greg said and also say that the label to ne is also
part of the process, and the process is that the
Food and Drug Adnministration asks for a study to be
done for a pediatric indication, and that study is
done with a certain dose and schedule for a
particular indication. And so | think what we're
suggesting is that then that information be
incorporated in the | abel as the end of that
process, and that it's certainly far fromall of
the information that's avail able, and the
information will be further devel oped, but it is,
nonet hel ess, the end of that process of initia
drug devel opnent.

DR. SANTANA: | want to nove on to
Question 2, but before | |eave this question,
because | think it franes the whol e di scussion,
maybe part of the struggle we're having is that the
| abel is a box, and now we have this additiona
mechani smthat we've gone out to request pediatric
studies, and now we're trying to fit that into this
box where that box was created for a very different
purpose. It was created for here's your drug, go
sell it, and make sure that people use it in the
right way and that we know when things are going

wong. And maybe that's the struggle, that we're
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140
trying to put this information into a box, and
maybe if we can't nodify the box--and nmaybe this is
nmore of a phil osophical discussion rather than a
practical discussion today. But naybe we should
revisit issues within the box that would all ow
these pediatric studies that have linmted data to
be reflected in that box carrying that unique
message, because | think that's the struggle. And
| agree with the agency. You guys approve
sonething for an indication, and you have to live
within that indication. And now we're having these
pediatric studies that we want to get done that we
have pediatric data. They don't quite fit that
mol d, but, on the other hand, we have that
informati on that we can deny. But maybe that's a

separate di scussion

DR. H RSCHFELD: 1'd like to respond to
that. | think that the | abel is not necessarily a
box. It's just a tenplate. It's just headi ngs.

And you can put in whatever you believe is
appropriate for it. So | wouldn't want the

di scussion to try to think of how we can revise the
content and format of |abels because there are
mechani sns that have been tested that outside the

real m of oncol ogy have been successful in conveying

file:////[Tiffanie/c/Daily/0304PEDI. TXT (140 of 215) [3/19/2003 10:07:48 AM]



file:////[Tiffanie/c/Daily/0304PEDI.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

pedi atric infornmation.

I think what we'd want to focus on is,
given that data has been submitted to us, how
should we map those data into the label? And in
that framework, then, if you wanted to nove on to
the next questi on.

DR. SANTANA: | can give you--the quick
answer to that one is then if you went and asked
for the studies, the box should reflect all the
studies. Anyway, we'll nove on to the second
quest i on.

DR PAZDUR Let ne address that.
Renmenber the pediatric plan which we devised, do
the Phase | studies and you could even get an
approval --1 nmean, exclusivity, rather, | should say
exclusivity if the results show that you cannot
continue. A lot of that was done to encourage
pedi atric drug devel opnent and i s sonewhat
different fromother areas in that we're really
ki nd of exploring areas here because we realize
when we constructed this whole pediatric plan that
the risk of pediatric oncology drug devel opnment is
probably much different than devel opi ng an
anti-hypertensive in kids, or sonething |like that.

The problemhere is, as in adult oncol ogy,
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you don't know in what indication this drug is
going to work, so you're kind of like let's do it
in neuroblastoma, let's do it in |leukemia, let's do
it in brain tunors. |If you' ve got an
anti-hypertensive, it's pretty clear how you're
going to develop that drug in a kid with
hypert ensi on.

So the ganme plan was to be a little nore
exploratory, and, granted, it was to increase
i nformati on and product |abeling. But do we want
that | evel of exploration necessary reflected in
the product label? It is alittle different. I'm

just asking the question

DR. SANTANA: | agree with you, but we
need to find a way--1 think that's what we're
saying here. W need to find a way--1 nean, if you

go out there and request these studies, and | agree
they're not studies being requested for indication
In sone cases they are, but in general, they're
bei ng requested to provide an additional nechani sm
for pediatric data, for pediatric research, and so
on and so forth. |f you have that data, you have
to somehow find a way to reflect it in the
information. That's what we're saying. And if the

| abel doesn't allow us--or maybe it does allow us,
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like Steve says. |If the |abel doesn't allow us,
then we should find other ways to have that. W

just can't say because it's just one Phase | study

or two Phase |l studies that we're just not going
to reflect it anywhere. | think that's what we're
sayi ng.

DR. SMTH. The question, though--you
know, the FDA has asked for Phase Il studies. Are
we going to list every Phase Il study and the
results fromthat in the |abel? And what does two
of 20 neuroblastoma and two of 12 nmed-(?) blastoma
mean? And does that provide useful information?
I"mnot sure it does. | think that information
needs to be publicly available, and I think, you
know, the FDA--the challenge to ne to the FDA woul d
be to find ways to nake that information publicly
avail abl e, and the details that you really need to
be able to interpret, you know, what that Phase |
result neans. But does it have to go into the
| abel ?

I think safety and PK and things |ike that
may be different, but I'mnot sure what benefit you
get fromthe label--to the label by including lots
of Phase Il data. And there may be other ways to

provi de nmuch greater detail, and the FDA can nake
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that data that they've requested available to the
publi c.

DR HI RSCHFELD: Well, | think you've
anticipated Question 3, so let's see if we can get
to Question 2 before we get to Question 3.

DR SANTANA: So Question 2 is--let's go
ahead and deal with Question 2 before the |unch
break. |If pediatric dosing and safety information
are available but the clinical proof of concept has
not been established, consider whether dosing and
safety informati on be included in the product
| abel. This circunmstance could arise if studies
were done in children with di seases other than the
one that is being considered for an indication yet
extrapol ation is being considered on the basis of
ot her evi dence.

So the scenario is there is safety and
dosing information, but clinical data in support of
the indication or different indication is not yet
avail able, as | understand it.

DR HI RSCHFELD: Well, this is an
extension of the same--of 1. The disease in adults
is the sane as the disease in children. And let us
say the disease in adults is relatively rare and

the disease in children is vanishingly rare. You
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coul d expect to get only a few patients.

DR. SANTANA: Rarer.

DR H RSCHFELD: Rarer. OCkay. But it's
ethically and scientifically valid to test the drug
in other contexts, so you now do a study and you
have 25 patients, but only two or three have the
di sease that you're trying to relate to the adults.

Now, you believe from other evidence that
the disease in children is the sane in adults.
That's an assunption in this question. But you
don't have a robust data set to say, well, we've
proved it, we've taken 20 patients of this rare
di sease and now we have a response rate of whatever
or a rem ssion rate of whatever. You only have a
very few patients, but you have nuch broader data
that gives you dosing and safety. That woul d be
the situation that is being asked.

DR. SANTANA: | think | don't have any
issue with the safety data. | do have a little bit
of issue with the dosing data because of the
limtation of age groups and so on and so forth.
You see what |'mgetting at? So | think the safety
data is extrapol atabl e, you know, if that's a
correct English word. But the dosing infornmation,

how can you reach a conclusion of a dosing
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information with two or three patients?

DR. H RSCHFELD: Well, you woul dn't have
two or three patients. You'd have, we'll say, 25
patients that you have dosing information on, but
only two or three have the particul ar di agnosis
that you're trying to borrow fromadults. And
this--1"Il rephrase it. This is a question where
you have a very rare disease, and it's unlikely
that you could put together 25 patients with that
specific indication. But you can put together
pedi atric data which woul d include sonme of those
patients.

DR SANTANA: Dr. Reanan?

DR. REAMAN. So is the intent here to
provide a dose for this very rare disease in the
pedi atric popul ati on? And what safeguard woul d
there be that this agent, which mght be effective
in a different dose or schedule in other diseases,
m ght not be able to be tested?

T3B DR. H RSCHFELD: That's exactly the
question. What we're asking for is sonme input into
t hat .

DR. SANTANA: Dr. Friednan?

DR FRIEDVAN:  Cbviously you've got a

little puzzle, but I'mnot sure why you' d ever want
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to put any information in the |label in the absence
of providing a pediatric situation, the absence of
pediatric clinical data. | guess that's where |I'm
stumbl i ng now.

DR. H RSCHFELD: Yes, there's no absence
of pediatric clinical data. [I'Il try to be as
concrete as | can. Let us say we have a drug
that's approved for an adult brain tunor, and we
know the dose for that, and we know that there's
efficacy established. This tunor is very rare in
children. But you have done at your institute a
study of this drug in children that include many
ki nds of CNS malignanci es, and anong t hat
popul ati on, you've established, you think with
reasonabl e confidence intervals, a pediatric dose
You have sone pediatric safety information. And
you have two or three of this very rare tunor type

That woul d be the circunstance.

Shoul d any of that information go into the

product | abel ?

DR FRIEDVAN: | think it should go into
JCO and not the product | abel

DR. SANTANA: Dr. Hagey? Dr. Cheng?

DR CHENG | think that potentially that

information could go into the product label if it
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was very clear on--if the statenments were extrenely
clear on exactly what the indication was and what
the indication for the very rare in the indication
for which children has been--where the assunptions
have been nmade needs to be very clear in the
product label if that were to go in the product

| abel .

I think we also need to take a step back
and try and | ook at what these pediatric
initiatives were ainmed at. They were ainmed to try
and increase the nunber of drugs that are |abel ed
for children, both within the U S. and hopefully
internationally as well, because that is what the
crux of the problemis, that there are a very large
nunber of drugs that are used off-1abel or even
unlicensed. And the gold standard for the product
| abel is that there should be clinical studies, a
full-scale clinical trial program and that would
be the gold standard in children as well. And what
we' re thinking about here is where we don't achieve
that gold standard, how should that information go
into the product |abel? And although | sense and
understand the clinician's anxieties about what's
going into the | abel, how that m ght be confusing

to prescribers, on the other hand, if we have got

file:////[Tiffanie/c/Daily/0304PEDI. TXT (148 of 215) [3/19/2003 10:07:48 AM]

148



file:////[Tiffanie/c/Daily/0304PEDI.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

sub-gol d standard data, we should still aimto use
at least sone of that in a way that is clinically
useful. And | think there's danger of trying
to--of, | suppose, getting away from what the
initial aimof the--or what | understand the
initial aimof these pediatric initiatives are.

DR. PAZDUR: Because we're really not
tal ki ng about giving an indication here as such.

DR SANTANA: Dr. Melenmed | think was

first, and then I'll go back--

DR. MELEMED: | have a question for Steve,

because this goes back to the | abel by
extrapol ation. |In that scenario, say have a
di sease that's very rare, but you then have PK and
dosing | abel that you could potentially approve
that drug if there's a disease in pediatrics that
is simlar or identical to that. So how does that
differ just because you don't have a burden of
proof, what you're saying. | don't think on the
extrapol ati on you require burden of proof in that
specific situation.

DR H RSCHFELD: | think you've franed
circunstance, so the difference between Question 1
and Question 2 is that in Question 1 you have an

unequi vocal proof of concept study. |In Question 2,
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1 you have the | ack of that proof of concept study.
2 And what we're asking is: Should you be silent

3 and, in essence, act as if those data don't exist?

4 O should you--if you're confortable with your

5 extrapol ation criteria--which is another issue

6 altogether. But let's say we are confortable with

7 the extrapolation criteria. Wat should you

8 include in the | abel ?

9 DR SANTANA: But there's a difference.
10 There's two scenarios. One is that you don't have
11 the popul ation that you are ever going to be able

12 to establish the proof of principle, which is the

13 scenario you're presenting. And is that an

14 exception? O the other scenario is just the

15 studi es haven't been done, and do you have to wait
16 until those studies get done, you eventually do

17 have the population? |'mpresenting it to you in
18 terns of graded scenari os because what applies to

19 one nmay apply to the next one, is what I'mtrying

20 to get at. So the second scenario is that the

21 studi es just haven't been done yet, but the

22 popul ation exists, but sonebody already has sone

23 prelim nary--you know, sone dosing and safety

24 i nformati on, and why woul d you deny those not

25 putting it in the |abel, whereas the other ones you
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woul d not deny them putting it in the |abel?

So | think the issue is: Does this
present such a uni que popul ation that you're never
going to get the proof of principle answer? That
is to me the question. And if the question is that
the population is so unique that you're never going
to get the proof of principle, no matter what you
do, then | think whatever data you have is
important, and you should put it in. |If the
information is different, it's just that the
studi es haven't been done or nobody wants to do
them then | wouldn't do it. That's ny vote on
t hat .

Dr. Finkl estein?

DR FINKLESTEIN. | agree with Victor, and
I"d like to give you nore concrete exanpl es:
mal i gnant nel anoma.  You coul d have a drug that's
very active in malignant nelanoma, a very rare
tumor in children, we'll probably never be able to
do a study. But we certainly would like to know
there's active drugs in nalignant nel anona.
Car ci nona of the colon woul d probably be another
one, or G carcinoma

Then ny question is: Is that the kind of

data you then go to an advisory board to get sone
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1 help for?

2 DR. H RSCHFELD: | think we're here right
3 now.

4 DR FINKLESTEIN. But in terns of

5 specifics. In other words, what |'msaying is

6 agree with Victor. 1'd like to know there's data

7 on nmalignant nelanoma in the |abel, or G

8 car ci noma.

9 DR H RSCHFELD: | think those are
10 excel l ent exanpl es, Jerry, and would be the

11 paradi gm that's bei ng asked.

12 DR SANTANA: Dr. Hagey?
13 DR HAGEY: |In terns of safety

14 i nformati on, since presumably nost of these drugs
15 are already marketed in adult drugs, | think it

16 woul d be useful to request that the sponsor

17 interrogate their postmarketing safety database and
18 provide sort of an analysis of the safety data

19 available to date in the pediatric population, and
20 see if they can tease out whether any differences

21 do exist between the adult and pediatric patients

22 that have received the drug.

23 DR. SANTANA: Dr. Reaman?

24 DR. REAMAN. | guess | would just question

25 Richard's statement that this isn't for an
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indication, but it really is an inplied indication
So would it not be interpreted as such by the
public? And | have difficulties with that, quite
honestly.

DR PAZDUR  That is a dilemma, and that
is part of the internal discussions at the FDA that
we' re having on an ongoing basis. Is this
basically an indication that you' re giving somebody
without--with a very mninal database that sonebody
could not say that these are adequate and
wel |l -controlled trials? | don't think we would put
it inin the indications section. That's what |
was getting at. But here, again, as Jerry had
menti oned, you do want nore information in the
package insert. So this would be a consideration,
and there is some tension here, obviously.

DR. REAMAN: And the information would
just be limted to safety and dose and no statenent
about efficacy if it's in two of 20 patients that
happen to have this particul ar di agnosis.

DR H RSCHFELD: That's what we're asking
for some input on.

DR. REAMAN: | think it would be terribly
m sl eading to put in detailed information that

woul d only confuse the public to sonme extent when
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the proof of principle information doesn't neet the
criteria that we would generally use for proof of
principle. Including safety and dose information
don't think would be a problemif that data is
actually sufficient quantity and quality.

DR PAZDUR. But aren't you then kind of
just not addressing the issue here? Because why
are you putting dose and safety information if
there's no reason to use the drug?

DR. REAMAN. Because you've requested a
study and there's dosage and safety information

DR PAZDUR: Ckay.

DR REAMAN: But there also isn't
information on its efficacy.

DR H RSCHFELD: Except by extrapol ation

DR. REAMAN. Maybe.

DR. H RSCHFELD: Well, if you believe the
extrapol ati on and you have already denonstrated it
in adults, then--that's the assunption.

DR SANTANA: Dr. Vassal ?

DR VASSAL: |If | take the previous
exanpl e about nel anoma, on the patient and
physi cian point of viewwhat is inportant is to
have the information that this drug is active in

adults, there are sonme data about safety and
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dosi ng, and when the patient arrives in ny

consul tation, |I know this drug has been studi ed,
even though there is no data of efficacy in this
patient. And the mgjor point is when such a
patient is seen by a physician, the drug can be
proposed to the patient in such a way that the
information fromthis patient can be benefit for
all the patients. And | think this is the way
maybe we shoul d | ook at the | abeling, about the use
of the | abel of the drug by the physicians and the
parents.

DR. SANTANA: One |ast question and then
we'll break for lunch. Dr. Boyett?

DR. BOYETT: Steve, | think you should |et
the reader do the extrapolation, and the | abe
shoul d not go beyond what you have defensible data
for. And if you ve got safety and dosing
information, let it be that. | nean, they already
use it off-label anyway. At |east you're giving
them sonme nore information that's based on fact.
And you tal ked about early on that everyone in the
| abel you have to check all the data, information,
so why woul d the agency want to go beyond what they
have information to support? Let the reader do the

extrapol ation. They'll do it.
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DR HI RSCHFELD: May | respond?

DR. SANTANA:  Yes.

DR H RSCHFELD: Okay. | think the issue
i s not whether we would automatically give an
i ndi cati on because we believe in the biologica
basis of the extrapolation. Wat we're asking is:
In this unusual circumstance, what information
should go in? And | think what |I'mhearing is
dosi ng and safety should go in. And it's going to
al ready have the adult efficacy data in there. And
then if we were to describe and say of the 30
patients that were studied, there were two that had
mel anoma, and just leave it at that, that might be
somet hing to--or maybe we shouldn't say that at
all.

[ I naudi bl e conments of f mi crophone. ]

DR. H RSCHFELD: Okay. But that woul d be
the kind of information that we were asking advice
on. So | provoked that intentionally to clarify
that point.

DR BOYETT: Your study doesn't sound like
a Phase Il trial, incidentally. [It's got too nany
patients--too many different diagnoses with too few
patients.

[ I naudi bl e conments of f mi crophone. ]
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1 DR. PAZDUR: So not include any
2 prelimnary Phase Il trials, three out of 14,

3 out of 14.

4 DR. SANTANA: Exactly. There you go.
5 DR. PAZDUR: Ckay.
6 DR SANTANA: It's the sane statenent.

7 There's no definitive activity established in

8 pediatrics. Al we have is this Phase | safety

9 data derived fromthese studies. You're passing no

10  judgnent.

11 Ckay. So, with that, we will conclude.

12 And can we reconvene at quarter to 1:00? |Is that

13 reasonabl e for nost peopl e?

14 [ Wher eupon, at 12:20 p.m, the

15 subcommi ttee recessed, to reconvene at 12:45 p.m]
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1 AFTERNOON SESSI ON
2 [12:50 p. m]
3 DR SANTANA: So to continue our
4 di scussion, we'll reconvene with Question No. 3,

5 and this question pertains to the situation where

6 there is not a |linkage between an adult indication
7 and data frompediatric studies. And the question
8 is: If pediatric dosing information and proof of

9 concept data exist for a pediatric disease or

10 condition that does not exist in adults, what

11 information, if any, should be included in the

12 product | abel ?

13 An exanple is provided, and the example is
14 a product is approved for second-line colorecta

15 cancer in adults and pediatric data are avail able
16 for dosing and pharnmacoki netics, plus a single arm
17 Phase Il study showi ng a nodest response rate in 20
18 pediatric patients with refractory or rel apsed

19 neur obl astoma. And an editorial note is that there
20 is no existing product with this profile.

21 And the factors that are suggested that
22 may be included include dosing, safety information,
23 and clinical response data.

24 So here is a situation where there is

25 pediatric Phase | data, safety data, and a linted
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1 Phase Il study with sonme activity in a conpletely
2 different disease than the adult indication.
3 Comments? Questions? Yes?
4 DR HAGEY: | think that within the
5 reality of the world we live, nost of the drugs
6 devel oped are in adult indications for which there
7 isn't a pediatric counterpart, for exanple, breast,
8 I ung, colon, ovarian, prostate cancers. And due to
9 the fact that pediatric drug devel oprment is
10 typically going to lag eight to ten years behind
11 the adult data, | think during that ten-year period
12 it would be useful to have sone infornmation, just
13 the basic information in terns of safety
14 i nformati on and what ever dosing has been done
15 avail abl e.
16 DR. SANTANA: So your comment is that the
17 m ninum data, if any, is to be included in this
18 scenario would be the safety information of the
19 pediatric studies and relating that safety
20 information to the doses that were used, not doses
21 internms of efficacy but doses in terns of the
22 safety profile.
23 DR. HAGEY: And, in addition, the safety
24 profile should include an interrogation of the postmarketing

25 saf ety dat abase.
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DR. SANTANA: Dr. Vassal ?

DR. VASSAL: | amconfortable with the
proof of concept when the disease is the sane in
adults and children. | amnot confortable with
proof of concept when the disease is specific to
pediatric patients. And this is ny concern of
havi ng efficacy data which are not enough in terns
of nunbers, which is the case of sone of the cases
we were shown before, which may indicate that the
drug is active but strong evidence--there is not
strong evidence that it is the case. So to me, it
woul d be inmportant on these early Phase Il data,
| arge Phase Il data, several tunmor types within
these data--within the study, sorry, to make
possi bl e--to increase the nunber of patients, even
by enl argenent of the nunber of
participation--center participation to the study to
really have the strong evidence that there is X
percent response rate in this disease and this can
be provided in the |abel

So proof of concept in a specific
pedi atric disease is sonething I'mnot confortable
with.

Maybe | was not clear. Sorry.

DR. SANTANA: Because the issue here is
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that they've requested specific trials to be
conducted by the sponsor, and that's the data they
have.

DR VASSAL: Yes. So the question is: |Is
the study adequate to answer the question?

DR. SANTANA: Hopefully it is, that if
they're wel |l -desi gned, you know, studies that have
under gone ri gorous revi ew.

Dr. Bernstein?

DR. BERNSTEIN. Right, that's pretty
much--it's a reflection of what Dr. Boyett said
before, that it depends if the study has been
previously designed and approved and the study
goal s have been nmet, then it would be reasonable to
include that data in the |abel. And
certainly--however, what's nost inportant--1 would
agree with what the two previous speakers said.
What's nost inportant would be to include the
toxicity and safety information.

DR. SANTANA: How woul d you then respond
to comments nade earlier fromthe FDA that
potentially providing clinical response data in a
di sease for which the drug is not indicated for or
commercially |labeled for, would that lead to

difficulty in terns of people nisinterpreting the
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indication, et cetera, et cetera? | heard that
comrent earlier this norning, that the FDA--part of
this question is that the FDA is concerned that
this is not what this drug was devel oped for, this
is not the indication. Wy should the | abe
provide information in a conpletely different
disease? And is that a green |light to suggest that
this is a new indication? Do you want to respond
to that?

DR. BERNSTEIN. Well, again, the study
woul d have been done in a specific response to a
request for a study, and the request for a study
woul d have included the Phase | and then sone
prelimnary Phase Il. And so | think including
that data is sinply including the information that
was generated in response to a request letter from
the Food and Drug Administration. So, yes, | think
it would be reasonable to include that information,
assuning that the study had achi eved its desi gnated
endpoi nt ..

DR SCHWEIM | would like to comment on
the remarks in the records. In the European
Conmunity and in Gernmany, it would be possible in
this case, if you have enough safety data, to have

time-limted access, time-limted approval, and the
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conpany has to subnit additional data if they want
to prolong this period of time. And | think this
is the classical case in which we in Europe woul d
give such a tine-linted access and woul d refuse
the ongoing approval if there is not any further
data submtted

DR PAZDUR | don't think that's what
we're tal king about. That is our accel erated
approval provisions, and | think what we
interpreted this is that this falls bel ow that
| evel, your threshold, below the radar here for
accel erat ed approval

DR. SANTANA: Dr. Smith?

DR. SMTH. The data need to be publicly
available. 1'mless optimstic than Mark, perhaps,
that neani ngful data can be expl ai ned, you know, in
a short paragraph or a few sentences in the |abel
about the activity, and all the information that
woul d really be needed to interpret in the Phase |
data. And, you know, this information could be
avai l abl e in other ways and perhaps
referenced--referred to in the product |abel that
at the FDA website at a certain URL there are
details of the Phase Il experience, wthout

actually including it in the product label. This
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m ght also be a way to update that information nore
qui ckly so that today you have, you know, 14
patients with neurobl astoma, a year from now you've
gotten really excited about it and you've treated
60 patients, and as opposed--there may be greater
facility to update the kind of Phase Il infornmation
that is, as everyone has said, evolving over tine.

DR. SANTANA: Dr. Reynol ds?

DR REYNOLDS: At a previous neeting, we
deci ded that we weren't going to | ower the bar for
approval of agents in pediatrics just because there
are smal |l er nunbers of patients. | think that
putting information on activity in trials that
aren't enough to neet standards in a label is, in
effect, lowering that bar in another way. And I
woul d suggest that we not do that.

| agree very nmuch with Dr. Smith's
comment, though, that | think data needs to be
avail able, so it would seemto ne that we're not
going to lower the bar on safety data and dosing
data, and that could be put in the label. And if
there is not enough of a controlled study to say
this can be used in a disease, then we can put a
statenent that additional data on the use in

i nvestigational settings of this agent can be found
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at the follow ng website, and the FDA could conpile
that data. Because the reason | suggested that way
is that there's a feeling, at least froma | ot of
us, that when a product |abel is a stanp of
approval by the agency that says this really is the
gol d standard, and |I think that you could take the
i nformati on on--you could have information on that
stanp of approval that says there's additiona
informati on without blessing it with that stanp and
provide that via the website.

DR H RSCHFELD: | would then ask a
further question. |If the FDA |label is a certain
standard of evidence, and if there's dosing
information in there--and safety information, but
if there's a dose that you open this package insert

and it says, "The dose in children is..." but you
have no other information, would that be
informative, particularly if it's approved for a
di sease in adults that doesn't exist in children?
And would it be safe to include that? | just raise
that as a question.

DR SANTANA: The details are the
important thing, and | think it was expressed very

wel |l by Dr. Hagey, that | think the intent is that

you provide the safety information and that the
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safety information is provided in the context of
the doses that were used, not that those are the
doses that you're recommending for efficacy and for
treatment. It's a different twist. It's not a
play on words. It's really the reality that you
present the safety informati on based in the context
of the doses that were used. There is no judgnent
that this is the appropriate dose to produce
response or |ack of activity.

I think if you think about it that way,
then I think you could providing dosing information
not in the dosing area of the package--of the
| abel, but in a different area, which is al
related to safety. And | think you can circunvent
that issue that people would msinterpret it.

DR HI RSCHFELD: Thank you for addressing
t hat .

DR REYNOLDS: Steve, | would just answer
that by saying that if you establish that a dose is
safe, you know, in a well-controlled Phase | trial
and perhaps with sone Phase Il as well, then can't
you put safely on a |abel a dosing--that this dose
is safely established for pediatrics? Wat you use
that dose for is a different issue, including

investigations will be ongoing, but at |east people
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who are trying to use this off-1label and rmaybe
of f-investigation woul d have the established safe
dose.

DR SANTANA: Dr. Vassal?

DR. VASSAL: In recent years, there have
been different schedul es evaluating children than
the one approved in adults. So what would be the
type of information available in terns of safety
and dosing in this situation?

DR. SANTANA: Dr. Reanan?

DR. REAMAN: | think as Dr. Reynol ds
menti oned, instead of giving specific information
on efficacy, and if you're going to provide safety
and dosing, it would have to be a safe dose in the
schedul e that was used in this limted trial, not
precl udi ng that other schedul es may al so--or
other--investigation of other schedules may al so
give rise to safe doses and nore effective doses

DR H RSCHFELD: In nmy job description as
a provocateur, let ne then--

DR REYNOLDS: You excel exceptionally.

DR, H RSCHFELD: |'Il ask you for ny next
rating. Thank you.

If there's dosing information, the

interpretation of safety in oncology is very
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different than what safety is in any other context.
And safety in oncology could still result in rather
mar ked, in fact, severe adverse events--they m ght

be transient, but certainly there would be G ade 1
Grade 2 adverse events.

So if we put a dose and we put safety
i nformati on, would that not potentially encourage
someone to give a child that dose and that safety
information even if there was no efficacy? So it
becomes the ethical question. |If you' re providing
an adverse event profile and a dose, but you say
nothing else--and I'masking it as a question. [|'m
not advocating it. | just want to make sure we've
expl ored this thoroughly. Were would you | ean--or
where woul d that | ead you ethically?

DR PAZDUR. Could | add a follow up
question to that to add to the provocati on here?
One of the problens that we see with even
accel erated approval of drugs that in one of our
concerns that nmay have very nodest activity is that
may prevent further drugs from being devel oped in
that area. Wuld it have--what would be the
downsi de of putting, let's say, clinical trial
information into the |abel that we've been

debating? | don't see the downsi de being one of
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pronotional activities to the pediatric oncol ogi st.
That simply is not there. But one thing that |
could see potentially is off-1abel use and
potentially interfering with ongoing clinica

trials and other trials |ooking at other agents,
for exanple, in this disease. Because, in essence,
you' ve al ready declared a therapy in that disease.
It's in the product |abel, and people would say,
you know, it's here, this drug is going to be given
in this dose

So do you have a problemthat this
coul d--providing either dosing informati on wi thout
a di agnosi s--without an indication or providing the
full clinical information could actually be doing
nmore harmthan good for the devel opment of the
field?

DR. COHN: | was just going to say that,
you know, so many of our drugs are used off-I|abel,
anyway, so whether you have an indication or you
don't have an indication, it just doesn't seemto
matter. So if indeed a physician is going to take
a drug off the shelf and use it, | think to provide
safety information is a good thing to do.

DR. REAMAN. Especially in the context

that the efficacy data is not available, or is
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available but is extrenely |imted.

DR. SANTANA: Dr. Smith?

DR SMTH. Steve and | think Richard are
both saying the efficacy data are not avail abl e,
but the other proposal was that, in fact, they are
avail able. They're available in substantial detail
so that sonmeone can really understand better what
the two out of 20 or the three out of 15 means and,
you know, what type of patients they were, how | ong
the responses | asted, and so on

So it's not that you' re not providing that
information. [It's actually that you're providing
more of it for people to base their decisions on
And | think there's probably less risk if you
separate out a sinple three out of 15 on the | abe
and specifically say neurobl astoma, there's
probably less risk of the pronotional aspects
conpared to the alternative of just, you know,
stating that the response--the Phase || data are
available in detail at the followi ng--at a certain
pl ace.

DR. SANTANA: You're actually arguing that
Phase Il data shoul d be included--

DR SMTH. No, |I'marguing that they

shoul d be included, but not in the |label. But they
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1 shoul d be available to the public. You know, to
2 physicians, to famlies, they should be avail abl e,
3 but that they shouldn't be summarized in two or

4 three sentences that really oversinplify what, in
5 fact, is a very conpl ex di scussion.

6 DR SANTANA: Dr. Mel ened?

7 DR MELEMED: |1'd like to address Dr.

8 Hi rschfeld' s concern that by having a dose woul d

9 actual |y encourage usage. | have a hard tine

10 i magi ni ng oncol ogi sts |l ooking for a label to find a
11 usage for the drug. It would be nore of | need a
12 patient with this disease, | need to know how to

13 give it, and | ooking at the |abel for that

14 information. So | know you put it out as a

15 provocative question, but | have a hard tinme taking
16 that a step further to see how it would be used

17 that way.

18 DR SANTANA: Dr. Vassal?

19 DR VASSAL: As | said before, the |abe
20 is not the end of the life of the product, and

21 clearly we do need additional data afterwards. And

22 the point is: |Is the information in the |abel such
23 that it will encourage the use of this drug outside
24 any protocols by anyone, or will it give

25 i nformati on and encourage people to propose to
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patients and parents to be registered in such
trials? So this is a question of--is it the end,
or how can we pronote further evaluation of this
drug in sufficient nunmbers in Phase II1, including
in standards and (?) to stop, we have the drug,
that's it, but really to go forward with it.

DR SANTANA: Dr. Finklestein?

DR FINKLESTEIN. 1'd feel nore
confortable--and |I'm com ng back to sonething we
di scussed this nmorning, and | don't know if ny
col | eagues here agree, but |I think they do. |Is the
FDA willing to put in the |abel that pediatric
oncol ogy is a protocol -driven discipline, or some
word to that effect? Because--or a research-driven
di scipline? Because if indeed you have sonethi ng
in there regarding the label, then all these other
comrents becone a little noot because safety data
woul d be hel pful, and as long as you are putting in
the | abel that we are protocol-driven discipline,
or words to that effect, you will be actually
putting in the | abel, which is the policy statenent
of the acadeny and in actual fact is the way things
are happening on this side of the ocean as well as
the other side of the ocean

DR. SANTANA: Let ne address that. Let ne
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take a minute. For the purpose of discussion, |
woul d argue that that woul d be coercive to the
physi ci an who does not believe in clinical trials.
I'"mpreaching to the wong cromd. W all around
this table believe in clinical trials. But we have
to renenber that | think the position of the FDA is
how t he products are used by the comunity at
| arge, not just this conmunity, pediatric oncol ogy.
So sonebody coul d cone and say--take your argunent
and say that putting such a statement in the | abe
woul d actually be very coercive and unwarrant ed.
It's a cooment. |'mnot disagreeing with you. |'m
j ust saying--

DR. PAZDUR: W do not regul ate the
practice of nedicine, period.

DR SANTANA: Exactly.

Dr. Boyett?
DR BOYETT: | want to echo what Ml col m
said. | don't think you can put sufficient

information in the label to interpret three out of
20. Three out of 20 may be a negative result, and
only until you understand what the design of the
clinical trial was that gave rise to those data can
you interpret it. So | don't think--1"'d disagree

with putting three out of 20 in there and calling
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that clinical information.

DR. SANTANA: Dr. Reynol ds?

DR REYNOLDS: Both Ml col mand | have
suggested that maybe a repository of information
that is centralized as a supplenment to the | abe
could be useful. |Is there any plans for doing such
a thing, or is any possibility for such plans being
devel oped by the FDA?

DR H RSCHFELD: | coul d address that.
That's sonething that several people have been
t hi nki ng about for, oh, the last five or six years
at a mininum you know, have a website for every
| abel , have sonme web address where you'd have
wwv. f da. gov/, the name of the drug, and you'd
al ways get the updated information, having dynamc
| abels. But there are a lot of practical barriers
and resource barriers to doing that.

So the short answer is yes, it's been
considered, it's being considered, but the
I'i keli hood of something being inplenmented in a
relatively short tinme frane is not great.

DR. REYNOLDS: Wwell, if | could just take
that one step further, then, and say that |
understand why this hasn't been inplenented given

the scope and the size of that, but it would seem
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to ne that naybe one way to pilot this would be for
the FDA to work with CTAP and the Children's
Oncology Group to do this in the setting of
pedi atric oncol ogy for those drugs that are being
used off-label in pediatric oncology, to provide a
centralized website where neaningful information is
conveyed about the use of those specific agents.
This would be a limted approach to this and all ow
you to see what the inpact of doing such a thing
woul d be.

DR H RSCHFELD: |'mnot sure we would
have the authority to publicize the off-1Iabel uses.

DR. SANTANA: But you do currently,
though, for the drugs that you're review ng under
the witten request. You are posting in your
website--1 can't renmenber the exact |ocation, but
you are posting in your website your determ nation
first and then the data. Are you not?

DR HI RSCHFELD: Yes, this is correct.
Qur reviews are posted on the website, and
sunmari es of the pediatric information are posted

on the website.

DR, SANTANA: | think the comrent is: How

do you nmake that nore accessible and available to

the public at |arge?
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DR. PAZDUR: In the context of practicing
medi ci ne, renenber, we're treating a disease here,
and the product label is not a treatnent guide for
a disease. It is basically a nmarketing agreenent.
Nunber one, it provides information about a drug,
and 1'd hate to get into a situation where we're
trying to contrive this product |abel to be the
be-all and end-all of treatnment of a disease. |If
you have a di sease, go read about the disease, and
there are multiple treatnents, and this has to be
pl aced into the context of combination
chenot her apy, ongoi ng protocols, other off-I|abe
uses, et cetera, that are out there, different
combi nations which will never get into the | abe
because they don't isolate drugs effects.

So | think it's inportant that we, you
know, see exactly what we're doing with this
product label. It is not a treatise for howto
treat osteosarconm because there is a mention of
ost eosarcoma in the product | abel

T4A DR. SANTANA: Agree, Richard.

trying to address the point Ml col mmde that once
we conclude for this question, the information that
we believe would be relevant would be the safety

i nformati on and the dosing and rel evance to that

file:////[Tiffanie/c/Daily/0304PEDI. TXT (176 of 215) [3/19/2003 10:07:48 AM]

176

was j ust



file:////[Tiffanie/c/Daily/0304PEDI.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

safety, that all of that other information needs to
be made avail able in some other--

DR PAZDUR But | wonder if nore
appropriate sources for--you know, |ike the--you
know, there are treatment guidelines. The NCCN, or
what ever it's called, have, you know, guidelines on
how to treat. | don't know if they have themin
pedi atrics, but adult diseases, for exanple,
first-line treatnent for col on cancer, second-line
treatnent, third-line, if people would not be--if
that's what we're really trying to frame here, and
that can't be framed with a product |abel,
basi cally, wi thout having a nisconstruing of the

| abel .

DR SANTANA: Dr. Reammn, then Dr. Pel usi

DR. REAMAN. | didn't see the request for
information really being one of treatnent
gui delines or howto treat a particul ar disease,
but really one of denobnstrating what the current
data are as related to ongoing investigations and
evaluations. So | think having this information
available is good. | would question: Can you nake
it available? 1s this not proprietary information?
So can you neke it available to the public?

DR. H RSCHFELD: The short answer is yes,
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and it is available certainly and posted on the
Internet in our reviews. Wat we're asking here
is--

DR REAMAN: But that's with the review
I mean- -

DR H RSCHFELD: Right. Well, that's the
context for it, actually. The question that we're
asking here is should it go into the label. But
maki ng the information avail able, assum ng that
that's not an issue.

DR. SANTANA: Dr. Pelusi?

DR PELUSI: Wwen | |look at Question 3,
think 1've heard the sanme thing, is people are
confortable with the dosing and the safety
information going in in that context. But the
question again cones up in terns of | think the
public really looks to you, and that's what we have
the FDA for, is for the issue of safety. And so
the question is in children who have a reoccurrence
or who may be treated not in a clinical trial, and
where | conme from in rural settings may not have
access by choi ce because they don't have
transportation, that type of stuff, is this whole
i ssue of where do they find the infornmation,

whether it's a patient guide that is in addition to
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this label or whether it's a website.

But | think that it is inmportant for the
public to say we do | ook to you for safety, so can
you be that repository of good information to
continue? Because people will 1ook all over the
Internet, and, again, that becones an issue as
wel | .

So | think that there is this question of
it doesn't fit in the package insert is a good one
because it's just going to conme up over and over
agai n.

DR SANTANA: Dr. Reynol ds?

DR REYNOLDS: |'msensitive to what
you're saying, Dr. Pazdur, and | al so was not
suggesting in any way that we are trying to ask you
to provide treatnent guides. But the bottomline
is that fromthe outside comunity the FDA is
really the centralized repository of information
about pharmaceutical agents. And | think that
whereas there's certainly guides wthin--the NC
has them and there's books, there's textbooks, and
there's review articles for people to | ook at on
di seases. But those are conplex issues, and it
doesn't break it down by a particular drug. And

having it organized in a fashion by drug with
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studies that were linked to that drug, if they were
focused on that particular drug, | think would be a
useful thing to have

DR H RSCHFELD: |'Il ask our regulatory
col | eagues whet her the perception of your agency,
each of you, is as the repository of safety
i nformati on and drug i nformation.

DR SANTANA: We'l| start from one end and
go up the row. Dr. Pignatti?

DR. PIGNATTI: Thank you for the question,
and |1've listened to the various argunments. |
think, if | have to summarize what ny view is on
our perception on these issues so far, it's that we
have been rather nore conservative. The first
point is the agency needs to nake up their mnd
whet her the drug can be used safely and effectively
in a certain population. Once that is established
on the basis of the data submitted, then this
shoul d be further qualified with appropriate
statenments on dosing and safety and so on

As | ong as the agency has been unabl e,
based on the data submitted, to nmake up their mnd
if the drug is truly safe and efficacious, then it
has not been perceived as the role of what we would

call labeling in Europe, the role to disseninate
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this highly valuable scientific information, but
which is just maybe a wi ndow on a rapidly evol ving
field, and there are better qualified associations
and pl aces where this discussion could take place.
And this is the official viewthat we have
consolidated in our guideline. |It's true, it keeps
com ng up every time a product is discussed, but in
the end we have not yet found a reasonabl e
justification to deviate strongly fromthis

O course, one wants to be as pragmatic as
possi bl e.

DR SANTANA: Dr. Mathieu?

DR MATH EU-BOUE: In addition, | could
say that as we are less flexible, for us the
di scussion is very strange because what we call a
product |abel, which is SPC as defined this norning
by our colleague, is linked to an approved drug in
an approved indication. So nmany situations you
have di scussed are far away from our concerns if we
want to be very conservative. But | don't know,
I"mnot sure |I'mvery clear, but when we have a
summary of the product, a characteristic in one
i ndication, this neans the indication is approved.
So we need to put the data we have, safety,

efficacy, and it could happen that if we have
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not--well, if we have only linmted data, then we
can nention that only limted data in such
indication or in the sub-indication are the |abe
or only safety data are the | abel. But we have
appropriate section well defining our guidelines
for the SPC, and we don't need to have--we have to
follow the rule and the guideline. But npbst of the
situati ons we have di scussed today are outside of
the scope of our guidelines.

| amnot sure | amvery clear

DR. SANTANA:  You were very clear. |
understood it.

DR. MATH EU-BOUE: But | would say froma
physi cian point of view, |I could say unfortunately
they're out of the scope, because, of course, we
woul d be very interested to add many things, but
it's not the scope of the SPC. That's why this
nmorning | nmade a coment that probably the
regul atory agency has a kind of power to nake
strong recomendati ons to publish studies or to
have a public report on the Net or things |ike
that. But it's not the scope of the SPC

DR. SANTANA: But trying to address Dr.

Hi rschfeld' s question, does the public, both the

physi ci an, nedical conmmunity, and the patients,
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vi ew the agency as a repository of data that they
could | ook into?

DR. MATH EU-BOUE: Then we need to go in
sonme details about Europe's system W have the
centralized procedure, and then when a drug is
approved, we nmake public a European Public Report,
which is called EPR, and which is available on the
Net some weeks after the approval. Then we have
different rules according to different countries
for the other procedures. But when the drug is
centrally approved, we have sone a central, conmmon
SPC, and this is comon and the same for all the 15
menbers of the European Community.

For instance, in France, the SPCis
avai |l abl e through the conpounded package and in
sone books restricted to the physician. But if
somebody requires the entire text of the SPC to the
agency--that's a French exanple--with a witten
request we can send the SPC. But it's not a very,
I woul d say, neither transparent nor flexible
situation. So we have sone differences in culture
for that, and we have a very strict guideline for
the SPC. W don't have the same transparency that
you have. So one can regret, one can say it's

better. But for this particular situation, medica
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condition, | would say from physician point of view
sometines we would like to get nore flexibility.

DR SANTANA: Dr. Vassal ?

DR VASSAL: One comment, since |I'm not
part of any agency, so | wll let my colleague go.

DR SCHWEIM Ckay, and then | woul d add
sone coments fromthe Gernan perspective. The
situation pointed out by our French coll eague for
centralized procedures is correct, and for the
rest, | nmust say the answer can't be clear. It
depends. It depends because we have a publicly
avai | abl e database with all information about the
drugs we have that are not confidential, |ike
composition of the substances and so on. W have
also the SPC in the system and we have al so the
data fromthe pharnmaceutical manufacturers
associ ations. W have three of them They're al
together conbined in the database. But up to now,
this is not very often used by the public. It's
very often used by the conpani es thensel ves and by
the health professionals, but not for the public.
And | think this is according to the fact that we
do not have conpletely finished the inplementation
of the User-Friendly Package Leafl et Act, what we

have in the regulation in the European Comunity up
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to now.

But | think as a situation for the
perspective of the agency to be a trust center, and
Germany is increasing, as | pointed out in the
early norning, the social court has told the public
that only drugs that are approved for the
indication will be reinbursed by the insurance
companies. And | think if this is widely spread,
the public will much nore often use our databases
to | ook upon the data.

The last itemto nention, the politica
situation is a little bit different because of
budgetary restrictions. W have several additiona
lists in Germany dealing with the topic of
rei nbursenent, and they are subsidarily used as
scientific informati on. W have a positive list.
We have a negative list. They are created by the
governnent for reinbursenent purposes, but they're
partly used by the clinicians and the physicians as
scientific informtion

So it's alittle bit confusing, the
situation, but | think the main answer to your
question is, yes, we are on the way to be a trust
center for the public.

DR SANTANA: Dr. Cheng?
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DR CHENG Thank you. | would think that
in the UK the SPC, or product label, I'mnot sure
that it's seen as the repository as such, but it's
certainly seen as the docunent whereby studies have
been submitted by conpani es and have then been
revi ewed and assessed and then gone into the SPC

As far as pediatrics is concerned, you in
the U S are nuch further ahead than we are in both
U K and Europe. In Europe, there is the intention
that there will be sone |egislation forthcom ng
along the lines of the U S. legislation, but it's
going to be a couple of years yet before that cones
on board.

However, | think within the current
Eur opean guidelines and in the SPC, even if a drug
isn't indicated in that particular indication
section for children, there is allowances for us to
put specific pediatric statenents in other sections
of the SPCif that information has been subnitted
and has been assessed and deened to be appropriate
to goin. And | know for exanple, certainly at
the U K level, there have been a nunber of
exanpl es where we have | ooked at the FDA |ist,
exclusivity list, and asked conpanies to submt

data that was submtted to the U S. and ask themif
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they could submit to the U K for assessnment by the
U K., and then certain statenents have gone into
the SPC. So maybe a pediatric PK statenent will
have gone into a certain section, but not as an
approved indication as such. But | think it is
generally know edge that the SPC is a docunent
that--how do you explain it? Steven has expl ai ned
it already, that it's a docunent between the

regul atory--a licensing docunent between the

regul atory authority and the conpany and isn't seen
as the totality of information that's avail able on
that drug. And it's well recognized that there is
other information that's available in the
peer-reviewed literature

DR. SANTANA: Thank you, all of you, for
your coments and review.

I think we've covered this question rather
extensively, so we'll nove on to the fourth
question. The question pertains to the situation
where there is no evidence of clinical benefit in a
pedi atric oncol ogy popul ation and there are data of
a lack of activity. So the question is: |If
dosi ng, safety, and | ack of activity informtion
are available fromstudies that enrolled children

wi th cancer, consider what information, if any, be
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included in the product label. And the factors may
i nclude: nunber one, a statenent restricted to
stating that no neaningful clinical activity has
been observed; a statenent to the effect of the
nunber and the di agnoses of the patients enrolled
in these studies; and the third statenent
potentially could be dosing infornation.

This remnds nme a little bit of Case No.

DR H RSCHFELD: | would add that it's
inmplicit that if any information would go in, that
safety informati on woul d acconpany it. So that's
inmplicit and you needn't conment further on that
poi nt .

DR. SANTANA: Conmments on this question?
Mar k?

DR. BERNSTEIN: Well, Ml colmhas left so
I"lIl speak for Malcolm

[ Laught er.]

DR. BERNSTEIN: It goes back a little bit
to what's been previously said, that is, it would
be very useful to have dosing and safety
information if at sone point there is an identified
dat abase to which people can have access by

clicking on the right site. Then that would be the
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sinmpl est answer to the question. Just go to the
studies and the studies would then outline what's
been shown in terns of efficacy or, in this case,

i nefficacy.

In other words, we would include dosing
and safety information or the dose and schedul e
used in the label, and then refer people to the
appropriate site where the information about the
activity or inactivity would be available. That
woul d be the sinplest solution

DR. SANTANA: Dr. Reaman?

DR REAMAN: But | think there should be a
statenment that there's no denpbnstrated activity,
and not include in the | abel any of the dosing,
which I think would only be of interest to clinica
i nvestigators, probably.

DR. SANTANA: So let ne understand you
You're saying that only the first statenent should
be included, statements B and C shoul d not be
i ncluded? Based on your comment, there shoul d--

DR REAMAN: Yes.

DR. SANTANA: --just be just one genera
st at ement .

DR REAMAN: Yes, that in the studies

performed, no clinical efficacy was established.
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DR SANTANA: But no further information
provi ded.

DR REAMAN:. Correct.

DR BERNSTEIN:  You woul dn't even include
dose or schedul e and safety?

DR. REAMAN. | guess in describing the
study, | would say at the dose and schedul e
utilized. But |I think | would use whatever centra
repository becones devel oped as the source for the
dose information.

DR. SANTANA: Dr. Boyett?

DR BOYETT: | think this is pretty
conpl i cated, because neaningful clinical activity
is going to vary fromdi sease to di sease, and
you're covering a lot of territory when you say
there's no clinical indication for any oncol ogy
cases or any cancers seen in children. That's a
pretty broad spectrum | think you have to be very
specific about it. Sinply giving the nunber and
the di agnoses of the patients on the study, again,
as | said earlier, may not tell the whole story.
You' ve got to know nmore about what the design of
the study was and how you canme to this conclusion
that there's no clinical activity. |If it's totally

dead, that's one thing, but that's usually not the
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case. So | think this is nore conplicated than
putting together the information, | think.

DR H RSCHFELD: What informati on would
you suggest, Dr. Boyett?

DR. BOYETT: |I'mnot sure | can say at the
nonent .

DR. SANTANA: | think that speaks,

t hough-- [inaudible - off mcrophone]--genera
statenent; whereas | think what you're saying is
there needs to be a general statenent but there has
to be sone specifics about the patient popul ation
so that people have an idea that it was tested in
these popul ations, not taken as a bl anket
statement. Did | understand you correctly?

DR. BOYETT: This goes back to what was
sai d before. You've got to have the schedul e and
the doses that were actually studi ed because,
dependi ng on the schedul e, you know, and actually
how it was given, whether it's an oral drug or IV
or howit was given, that nmakes a difference. You
just can't sunmarily just wite it off.

DR SANTANA: Dr. Reanan?

DR. REAMAN: And just to clarify, | did
say that you had to give those specific pieces of

information. And | assune that the study that
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woul d be requested by the agency would be a
definitive Phase Il study in a specific disease,
not in pediatric cancer in general

DR. SANTANA: Well, but yes and no,
because my interpretati on was on Case 4.

DR. REAMAN. | wasn't just using Case 4.

DR SANTANA: No, no, but Case 4 was not a
speci fic di sease but was a congl onerate of Phase |
different strata, and the final conclusion was in
all of these strata there was a lack of activity.

DR BOYETT: Well, one of the strata was
i nadequat ely investigated

DR. SANTANA: That's true. That's

correct.

DR H RSCHFELD: Right. Just to refresh,
Case 4, | believe there were 108 patients? 122?
Vell, we'll say over 100 patients, and--

DR REAMAN:  71.

DR HI RSCHFELD: Yes, okay. Thank you. |
just don't have it in front of ne. Seventy-one
patients with, | believe, one conplete response and
one partial response. And in the case that the
strata was closed prematurely, that was a decision
taken by the investigators that it would be not

ethical to proceed given the lack of activity in

file:////[Tiffanie/c/Daily/0304PEDI. TXT (192 of 215) [3/19/2003 10:07:48 AM]



file:////[Tiffanie/c/Daily/0304PEDI.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

the other strata.

DR. BOYETT: But actually, | don't even
think you can interpret the one response, because
you told me that you changed the dose, you | owered
the dose. And since these were a two-stage design
in fact, going beyond the first stage, you probably
got your responses at the higher dose, which is
al ways unacceptably toxic. So, you know, | don't
think there's enough information here to interpret.
I woul dn't know what to tell somebody fromthis.

DR. SANTANA: Dr. Reynol ds?

DR REYNOLDS: Steve, | worry about this
maki ng statements that no meani ngful clinica
activity has been observed, you know, in a study of
pedi atric oncol ogy when | don't think that a drug
woul d be necessarily tested in all potential
settings in pediatric oncology. And, therefore
you' re sonmehow-you're pre-enpting or doing a
pre-enptive strike, if you will, against the
possibility of finding an indication for it in
pedi atric oncology. It would seemto ne that if
you don't--it's |ike ny nother taught nme not to say
anyt hi ng--you know, if you can't say somet hing
good, don't say anything at all. And it may be

that in this setting--it nay be in this setting
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that that's the way the | abel shoul d be approached.
If you don't have neani ngful data, you shouldn't be
putting anything on there, and you shoul dn't be
putting a dose on if there's no possibility of an
indication in the | abel. That doesn't nean that
years later that couldn't be established by
clinical trials and then incorporated in the | abe

| ater.

DR SANTANA: Dr. Bernstein?

DR. BERNSTEIN:. It still goes back to the
question of whether you would include anything or
nothing. | agree with what you say, Pat, that if
you can't say anything nice, you shouldn't say
anything. But you do have some dosage and--dosing
and safety information, which is neutral, in a way.
It's neither nice nor not nice, but it's just not
clear to ne that you shouldn't make it avail abl e at
all.

DR. REYNOLDS: Well, | agree with you on
that standpoint, but there's nothing wong wth
making it available. One of the visions |I've been
having on this is that we'll get all our drugs
packaged i nside of what |ooks like a roll of toilet
paper, but that's actually the Iabel. You have to

actually roll it out to see all the information.
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[ Laught er.]

DR. REYNOLDS: So that was the only reason
I was suggesting a mninmalist approach. But |
think really, though, the key thing is that | don't
thi nk we should be maki ng statenents that there's
no use for this drug unless we've really proven
across the board in pediatrics there's no use for
it.

DR. SANTANA:  Dr. Reaman?

DR. REAMAN. This question says "in a
pedi atric oncol ogy population.” It doesn't say "in
the pediatric oncol ogy popul ation." So
interpreted this to mean in a specific disease
setting in an appropriately designed and conducted
trial, if there's no activity, why shouldn't the
| abel say there's no activity? You've asked for
the study to be done. The study's been done. The
data are available at this dose and schedule. The
drug has no activity.

DR. SANTANA: Ms. Ettinger?

MS. ETTINGER And | agree with Geg
conpl etely because | think that also gives inforned
consent. | think it really speaks to what was
done. It doesn't preclude other studies or other

entities being investigated, but | think it
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expl ai ns exactly what happened. And | think it
shoul d be clearly delineated, with the safety, you
know, information avail abl e.

DR. SANTANA: Dr. Mathieu?

DR. MATH EU-BOUE: It's a question. In
this particular case, in No. 4, you have requested
the data, the study and the data. But what woul d
be your recomrendation, | mean all of you, if in
such a case you woul dn't have requested the study?

DR H RSCHFELD: | think that would be the
next subcommittee hearing.

DR SANTANA: |f you haven't requested the
studi es but sonebody brought you the informtion?

Is that what you're saying?

DR MATH EU-BOUE: Well, nmy question is
the same information woul d exist, but the case
woul dn't be the FDA has requested such a study.
Woul d you reconmrend exactly the sane or not?

DR. SANTANA: | nean, ethically, if you're
aware of information, you should make it public and
you should use it. You shouldn't hide it, no
matter where it came from as long as it's valid

DR MATH EU-BOUE: The information, the
public information is not obviously in the product

| abel. That's the key point. To ne it's not
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obvious that it has to be in the product |abel. |
do agree with you.

DR PAZDUR. But we have many negative
studies in adult indications. W don't have a
whol e listing of the study--unless we are given the
i nformati on, and even then we don't put it in the
| abel . Wy woul d sonebody be coming to us with
negative information unless there was a big safety
concern? For exanple, there was the one slide that
Steve had. |If there was a perception that the drug
was active in a disease, and now we have new
information that it no--you know, that decision was
in error, that would be a particular situation
But, in general, we don't have listings in the
| abel of drug X is inactive in this disease, this
di sease, this disease, this disease, this disease.

DR. SANTANA: Dr. Boyett?

DR BOYETT: Steve, | think I can answer
the question now maybe what | think, and it goes
very close to what Geg said. But when you put in
there about neaningful clinical activity, you know,
statistically you can't rule out any. What you
have to put is with what confidence | evel you are
that the level of activity is below sone threshol d.

That's what has to be put in there so you can
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interpret that, and naybe you want to suppl enent
that with the nunber of patients. But, again,
interpreting like Geg did is specific to a
particul ar pediatric population, a particular
di sease, and not just say there's no--that there's
a general lack of clinical activity. It's got to
be specifically listed for each disease that it was
adequately tested in, and what |level of activity do

you rule out? You never say that it's actually

zero.
DR. H RSCHFELD: Hence, the "neaningful, "

because we know we couldn't. |It's sonething you

only approach asynptotically. | agree with you,

Jim So would you suggest then putting confidence
interval s?

DR BOYETT: | like confidence intervals.

[ Laught er.]

DR. SANTANA: That's what he gets paid to
do.

Dr. Hagey?

DR HAGEY: | would agree that | think a
statenment to this effect should not be in the
label. It's not in there for adult indications,
and there are too many to list. But with the

caveat that if it is being used, for exanple, a
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conpany reviews their sales data and realizes that
20 percent of sales are going toward an indication
where it's clearly not efficacious, then a
statement should be issued to that effect in the
label. And I think that the website everybody's
mentioning can also--if it's going to include the
positive data, it mght as well also include the
negative data, because you have to be bal anced in
the data that you do present in the |abel

DR SANTANA: Dr. Cheng?

DR. CHENG | take the opposite view. |
take the view of--sorry, | can't see your surnane.
Can | call you Geg? | would agree with Greg's

view, provided that the statenent was specific and
it was very clear in what patient population and
what di sease. Perhaps it's the wording that is
causing us to struggle. Perhaps the wording could
be inproved. And | realize that we don't I|ist
every nhegative indication for adults, but in
children, it at least gives us the information that
the drug has been studied at all, which is
certainly an inprovenent on no study at all

If we start putting information in other
aspects, | would worry that there's too nmany

different places to look for it, and where do
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you--how would Dr. X sitting in surgery know

whet her to | ook on the FDA website or on the
product |abel or in Medline or wherever? If it was
in the product |abel, at |least that would be clear

DR. H RSCHFELD: Just before the--these
are, again, studies that the FDA has requested as
opposed to a summation of all avail able know edge.

DR. SANTANA: Dr. Reaman?

DR REAMAN: And | think this is an
opportunity to respond to a particul ar
congressional request to provide information about
pediatric studies. And | think it also extends the
definition of safety information, because generally
these drugs have significant side effects
associated with them And | think it goes to
safety to say that a drug that has no activity
that's been well studied but does have associ at ed
toxicity, | see no problemin putting that in the
| abel and woul d support it.

DR. SANTANA: | did hear, though, a couple
of committee nenbers kind of opposed to that view
Wuld it be helpful if we took a vote? |'ve heard
a couple conmittee nenbers feeling that--1 think
there's some majority that says sone information

should be in the I abel, as you've heard the
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di scussion. But | heard at |east two strong
statenments that say that they would not--no
i nfornation--

[ I naudi bl e conment of f m crophone. ]

DR. SANTANA: Ckay.

DR H RSCHFELD: We're soliciting
comments, and then we get into the issue of who can
vote and who can't vote and whet her--

DR SANTANA: Ckay. | just wanted to--

DR. H RSCHFELD: But | appreciate your--

DR. SANTANA: --thinks that we need to
resolve this by a vote, we can do it. If you just
want to hear both sides of the story, | think

you're getting that.

Dr. Reynol ds- -

DR, PAZDUR. And | think they were well
founded, i.e., we want to define the popul ation, we
want to, you know, be specific when we say it has
no activity, you know, it's not just a bl anket
statement. So | think it's hel pful to us.

DR SANTANA: Dr. Reynol ds?

DR REYNOLDS: | just want to ask--you
know, | think Geg's comments refining this are
very good. | just wanted to clarify if putting

that kind of negative data into a label is in any
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way perceived as burdensone to the industry. And
maybe industry could comrent on that. 1Is that
extra work for them in other words? Is that an
i ssue that--

DR PAZDUR  Well, we asked--1 think the
important thing that differs this fromny previous
statenents about nany negative adult studies, we
asked for this. GCkay? And, therefore, they got a
report back.

DR. REYNOLDS: So the specific thing that
you asked when you specifically put that in. So in
essence, then, it is--that's the clarification. It
is no real extra work. They have to incorporate
that into the Iabel. The work has already been
done.

DR H RSCHFELD: Yes, and they would get a
si x-nonth sal es extension on exclusivity, which is
not to be trivialized.

DR REYNOLDS: Right. | just wanted to
clarify that point. Thank you.

DR. SANTANA: Dr. Vassal? Since you cane
fromso far away.

DR. VASSAL: Thank you. Just if | come
back to Case 4, which illustrates the point, before

the request by the FDA, maybe in this |abel was
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witten the sentence, "Safety and efficacy was not
tested or evaluated in children." Right nowit's

no longer the case. So clearly for ne, the safety
data acquired in these Phase Il studies should be

avail able in the | abel

On the other side, if we consider
efficacy, clearly considering the |arge nunber of
tunmor types, especially the case of neurobl astoma
whi ch was earlier stopped because of nmany, nany
reasons, | think it's very difficult to say there
is no activity because there is maybe not enough
data to really denonstrate that there is no
activity. So to ne, inthis situation it would be
important to have the safety data clearly
avai l abl e, and the sentence showi ng that at the
moment there is no evidence or not enough evi dence
of activity, but naybe not detailed on all the
different tunor types with not enough data to--

DR. PAZDUR: | think we hear that clearly,
that there has to be some scientific precision and
not to nake a bl anket term nol ogy of no clinica
activity in pediatric oncol ogy here.

DR. SANTANA: And | think Steve did
preface his question--

DR PAZDUR  And that's really--
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DR. SANTANA: --that safety--

DR. PAZDUR: --science. That's not even a
regul atory- -

DR. SANTANA: And that safety information
woul d be inherent in this information, too. GCkay.
Let's nove on. | think we did reach a consensus on
that, or at |east sone conments.

Let's read the | ast one, then. The
foll owi ng question pertains to the situation where
there is no efficacy or safety data available in
pediatric patients. And when no efficacy or safety
data are available in pediatric patients, consider
if a statenent that safety and efficacy have not
been tested in children be included in the product
| abel .

My comment to this goes back to a
di scussion we had earlier this norning, which is
the rapidity and timng of the update of the | abel
I'"'mconcerned that such a bl anket statement when
there are currently studies that are ongoing that
potentially could change the statenent once that
i nformati on beconmes avail able, what is the
commitnent to turn that around in a reasonabl e way
that the public and the practitioners could be

infornmed that there is now information? So |'m not
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so worried about the statenment. |'mjust worried
that once you put that statement here in the
di scussion this norning, that statenent nay stay
there for eternity, and it may no | onger be true
six nmonths fromnow. So what is the nechanismto
get that taken care of in a tine fashion to change
it?

DR. H RSCHFELD: Well, the context here
woul d be because we're trying to focus this on--we
are asking for data and then what to do with it.

If we ask for data and don't get any data--

DR SANTANA: There's no data.

DR HI RSCHFELD: Yes. What should we do?
Should we say there are no data? O should we say
sonet hing el se? That's the nature of it. |It's not
to say in the known human experience there are no
data. The question is we've nmade a request for
data, there are no data, and we don't foresee data.

DR SANTANA: Conments? Dr. Schwein?

DR. SCHWEIM |If this situation would
occur in Gernmany, we were forced as an agency to
point out this sentence in the package |eaflet.
We're forced in any cases where there is no data
for children avail able that we do not have any

data, there's a special paragraph in the German
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drug law only for the purpose for children. It's
not necessary for pregnant wonen or ot her
speci al i zed groups of the population. But for
children it's necessary. |f there is no data, we
have to state it out.

But | would add a further comrent. |
think the main problemis the update nethod you
have for SPC or package leaflet in the U S. In our
system we have an autommtic update if there is any
new data avail able, and the conpany is forced to
present this data, even if they collect it fromthe
literature--not only if they collect it fromtheir
own clinical trials. And | think if you would have
est abl i shed such an update, automatic update
period, this would be a | ess problematic situation

DR SANTANA: Dr. Finklestein?

DR FINKLESTEIN: It's a two-part
question. What do you do now? Say you don't
request the information and a drug is submtted and
there's no pediatric data, what do you do with the
| abel right now?

DR HI RSCHFELD: W have the default
statenment, which is safety and efficacy have not
been--or safety and effectiveness have not been

est abl i shed- -
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DR. FI NKLESTEIN. Then why woul d t hat
default statement not apply to Question 5?

DR H RSCHFELD: Well, we're just trying
to, in effect, parse it out alittle finer. The
first case, you could have data that exist but
sonmeone chooses not to submt it, and we woul d say
that statenment, it hasn't been established. O you
coul d have negative data, and you could say safety
and effectiveness have not been established. O
you could have no data. You don't have the ability
to distinguish anong those possibilities.

The regul ations all ow al ternate wording,
and so we were just requesting sonme advice fromthe
committee. The default statement we find is
perhaps not sufficiently informative, and here's a
case where we mght be able to adjust that.

DR. FI NKLESTEIN. The second part of the
question has to do with a comment from our
col l eague from Germany. This is the era of
Internet and el ectronic transni ssion, and what are
your plans in terns of updating information so that
everyone can obtain it in a nore--there's a phrase.

DR. SANTANA: Tinely manner?

DR FINKLESTEIN. Well, friendly manner

There's an Internet phrase you use, virtually
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effective, concurrently, and all other term nol ogy.
In other words, putting it in a--

DR SANTANA: Realtimne.

DR FINKLESTEIN: Yes, realtinme. Thank
you. Putting it in a |label that then gets killed,
that's for 1940s. What are your plans now for the
year 20037

DR. H RSCHFELD: That's a broader agency
policy question, but it's an issue that | know the
Conmi ssi oner has expressed particular interest in.
There are sone initiatives underway, and it's going
to require cooperation anbng investigators getting
data to the pharmaceutical sponsors and
phar maceuti cal sponsors getting the data to the
FDA. So it's going to be a system solution

DR SANTANA: Dr. Cohn? And then Dr.
Hagey.

DR COHN: | was just going to follow up
on your point, which was that things change. And
so to say that there's no data available at this
point in tinme won't necessarily be correct a couple
weeks from now. But since you have dates on your
| abel s, can't you say as of this date no safety and
efficacy data are avail able, and then everybody

wi Il know what the |ast update is, and hopefully
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eventually it will beconme realtime and, you know,
you'll have it as of |ast Mnday instead of as of
si X years ago

DR SANTANA: My comment was al so rel ated
to a coorment | heard earlier this norning from
Ri chard about a specific drug that hadn't been
updated for 20 years, although there was a | ot of
information. So | wanted to press the issue that
in pediatric oncology, if there are studies that
need to be updated that are providing informtion,
that at least in this arena we establish a
mechani sm where that doesn't take us 20 years to
get it back in the label. That was my point. It's
just a comment to the agency of the inportance, at
least inthis field, if we're going to nmake these
kind of statements in pediatric oncol ogy where the
focus is right now, that we be cogni zant of the
need to nove very quickly so that the | abe
refl ects what actually has happened.

DR. PAZDUR: And it can. You know, |
didn't mean that it's a static document that never
changes. oviously we get updates on our | NDs,
whi ch the European system doesn't even have,
| ooking at--right? You guys don't have an I ND

mechani snf?
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[ I naudi bl e conment of f m crophone. ]

DR. PAZDUR: Ckay. So, you know, we get
regul ar and routine safety updates. W have trials
that are coning in, and obviously the product |abe
woul d be changed with those trials that the sponsor
submits. But also we have a vast postmarketing
saf ety system | ooking at drugs that are marketed,
and if we have clues that there are safety issues,
then these have to be investigated, and we have
conferences with--not only inside the U S. but
internationally and with the sponsors to take a
look at this. So | don't want to infer that it is
totally a static docunent here

DR. HAGEY: Perhaps | could ask what's
done now in the case of pregnant wonen in
situations where perhaps safety and efficacy in
pregnancy has not been established, then when you
do get sone information, howtinely is that update?

DR HI RSCHFELD: The short answer is it's
variable, but there's a certain urgency that's
percei ved about it, and, again, | think the
operative process is to nake it a cooperate
process. Wat was the source of those data? Was
it picked up through postmarketing surveillance?

Was it picked up through a published study? Was it
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pi cked up through anecdotal information? How
reliable is it? Discussions with the sponsor would
follow as soon as the signal is detected. And then
there have been actually--not only is the |abe
updat ed, but there are postings on the website and
in some cases "Dear Doctor" letters are sent out.

DR. SANTANA: Dr. Boyett?

DR. BOYETT: One minor question. You
interpret the words "are avail able" for point No. 5
as neaning that no efficacy and safety data have
been received by the FDA? |s that the way that's
to be interpreted?

DR HI RSCHFELD: For this particular
question, correct. And this would be not because
there are no data that we're unable to find, but
we' ve requested data. And usually if people have
any data, no matter what the source, with the
financial incentive waiting for themjust to send
it in, they usually nanage to find whatever is
avail abl e.

DR, SCHVWEIM As a part of old Europe, |
have a question of clarification

[ Laught er.]

DR SCHWEIM Steve, if | understand you

correct, you said that it could happen that the
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conpany has negative data but is not willing to
send it to you so you can publish it. [If this is
the case, it's totally opposite to the Gernan and
the European situation. |If a pharmaceutica
company has negative data, they nust submt it.

O herwi se, they will be punished by the law. So if
you have indicated on a German or European package
leaflet there is no data available, it means there
is no data available. 1t does not nean that a
conpany has negative data and doesn't present it.

DR. H RSCHFELD: Right. The clarification
would be if there's any safety issues, we have the
authority to demand the information regarding the
safety issue. That would be a public health
questi on.

The concept here would be that there's an
incentive for the conpany to provide data in any
fashi on, even negative data, because negative data
can, nevertheless, be in the econonic risk/benefit
equation a highly favorabl e undertaking. So the
anticipation would be that it's likely that there
are no dat a.

DR. SANTANA: |'mtaking this maybe a
little too far, but what would happen in a

situation where you grant a waiver because, you
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know, you're not going to study the drug? | nean,
this statenent--

DR HI RSCHFELD: That woul d be the
pediatric rule, Dr. Santana, and in this case--

DR SANTANA: | take it back

DR HI RSCHFELD: Okay.

DR SANTANA: Further discussion on that
poi nt ?

DR HI RSCHFELD: Thank you

DR. SANTANA: Dr. Boyett?

DR. BOYETT: I'mjust trying to understand
this again. This seens |ike a dial ogue between you
and a specific conpany, okay, so that's the only
comruni cati on. Do you have blinders on? And if
there's published data out there in JCO that was
done by COG you know, in some other setting,
mean, woul dn't you take advantage and use that
i nformation?

DR HI RSCHFELD: The short answer is if
it's a safety concern, absolutely. |If it's for
ot her reasons, then we can ask--we can nake a
conpany aware of data. O her people can subnmit
data. And if there are data--we don't have
blinders, in effect. What we do, though, is we try

to encourage data to be subnmitted so it can be
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verified. And the context for this question is
that we and no one el se apparently can identify
data. There's lots of data that m ght exist that
m ght be unpublished or unaccessible. But if it's
publicly avail able data, that's certainly sonething
that's accessible to everyone.

DR. SANTANA: Dr. Reynol ds?

DR. REYNOLDS: Steve, maybe you coul d
clarify for us in the setting you're talking about
where soneone el se can, quote-unquote, subnit the
data. What about drugs that are now off patent and
that may be nade by two or three different
conpani es? | nust say the Cooperative Goup has
data on one of those drugs. Can the Cooperative
Group then submit the data, and then does the
| abeling take place for all conpanies that are
making it on a generic basis?

DR H RSCHFELD: That's a highly plausible
scenari o.

DR. SANTANA: Any ot her conmments or points
of discussion before | make a comment?

[ No response. ]

DR. SANTANA: Well, I'mnot going to do a
summary because we, | think, covered all the cases
and the questions rather thoroughly. | just want
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to say again fromthe pediatric oncol ogy community
how grateful we always are to the FDA to listen to
what we have to say and that we think you are
partners with us in this endeavor. | specifically
want to thank Steve and Richard for their
i nvol venent and all owing us to express our Views,
as we do so well. Thank you.

DR. H RSCHFELD: Thank you

[ Wher eupon, at 2:01 p.m, the subcommittee

was adj our ned. ]
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