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over people stocking up at hone, etcetera.
But really not nuch of a difference in either
the clinical manifestations of flu season |ast
year nor the wuse of oseltamvir in this
country.

This graph -- actually, you know,
we want to thank the sponsor, Roche, for this
graph, but it's their depiction of what goes
on globally in the use of Tamflu. And as you
can see, it is very striking the anmount of use
of this drug in Japan as conpared to what's
used in the US in the pink bar and then the
white bars is what's used in the rest of the
wor | d. O ders of magni tude  sort of
di fferences here.

And just to note that this | ooks
like it is by calendar year, so it's a little
bit different than what | showed you before
And the last set of bars is probably not
conpl ete yet, you know, since we are still in
2006. And the point, you know, that | just
want to reiterate from what the discussions
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that went on last year is that there is so
much use in Japan

And we are seeing, you know, the
nunerators comng in about the adverse events,
you know, in relationship to the denom nator
the trenendous denom nator use. And is it an
overlay of sonmething specific in disease
mani festation of flu in Japan wth the
neuropsychiatric event or is it just sinply a
matter of the use?

So if we were to have a pandemc
or such in this country and there was a
trenmendous increase in use, we would be seeing
these rare events as well. So those are kind
of the discussions that went on |ast year.
And again, the pattern of use through the | ast
year's flu season renmains simlar to what you
were all shown | ast year

This is the safety update on the
serious skin and hypersensitivity reaction.
Very quick, because it got |abeled |Iast
Decenber, in Decenber of '05 post-nmarketing
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safety review identified 43 cases of serious
skin reactions in the AERS database, i ncluding
three fatalities, which were all in adults.
16 of the 43 were pediatric patients. 24, you
know, cases were serious skin SJS, 14 erythenn
multiforme, 4 cases of TEN and 1 case of
penphi gus.

Now, it's inportant to, you know,
just have a little caveat on the side. Ve
have been discussing about this drug causal
| ssue. And | have said over and over again
t hroughout the day today that AERS is not
sonething we can use as a database to say
anyt hi ng about causality of the drug, except
in, | guess, very few cases.

And | would say skin and severe
skin and anaphylactic reactions are one of
those adverse events that | think, you know,
in general we agree that if we have these
serious skin events comng in post-marketing,
that is probably an area that we think has
nore to do with the drug.
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| guess another one would be IiKke,
you know, neuronuscul ar bl ocki ng agent and you
give it to a patient, one patient and they go
into a blockade. That would be sonething
else. But this is a case. This is an adverse
event that we would consider we can nake sone
nore inferences fromthe AERS dat abase.

So that's what happened. And then
It was |l abeled |ast year with the suppl enent
for prophylaxis in kids. A statenent went
into t he Precaution section under a
subcat egory of serious skin and
hypersensitivity reaction. And there is also
that, you know, the laundry list down in the
Adver se Event s section regar di ng post -
mar ket i ng observations of adverse events.

Ckay. Now, going over to the
pediatric death reports. You know, this
Commttee has told us over and over again that
you are interested in serious adverse events
and you are particularly interested in hearing
about the fatal events. So we do want to give
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you a brief update on what happened since | ast
year.

Last year in Novenber, Melissa
Truffa spoke to you about the 12 pediatric
deaths that were in the AERS database wth
this drug, less than 17 years of age. She
also gave you a little appendix with the 13'"
report of a boy, 17 year-old boy. So that's
what you heard | ast year. She said that al
t hose reports were from Japan, all those death
reports. And these cases, you know, had a | ot
of co-norbid and confounding factors, lots of
limted and mssing data and it was really
difficult to assess the causal -- what caused
t he deat h.

There were issues which transl ated
reports and imted access to foll ow up making
information hard to interpret or challenging.

So based upon that available data, it was
agreed in last year's Commttee deliberation
that it was hard to establish a direct
rel ati onship between the use of oseltamvir
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and the reported deaths.

kay. So since then, we went back
into AERS and pulled out, you know, and
gueried the database to see if there were any
extra fatal events since last year's tine.
And this tine we were asking for |ess nor
equal to 17 years of age. And they retrieved
five additional wunduplicated deaths reported
si nce Novenber of last year. And this tine we
do have two cases which were donestic.

A 3 year-old health girl with flu
reported altered nental st at us, had a
di agnosis of severe strep pneunonia and died
due to sudden respiratory and cardiac arrest.

That's basically all we really have.

An 80 year-old girl -- 8 year-old
girl with a history of SIS and TEN and anxi ety
after use of Tamflu and ibuprofen also known
to cause these adverse events needed prol onged
and extensive rehab and actually died nany
nonths |ater after the use of these drugs.

So out of these five additional
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deaths, the rest were again all from Japan.
Three Japanese cases. A 7 year-old boy wth
Down's and flu had difficulty breathing and
t hen had sudden death wth @ henorrhage.

A 3 year-old boy wth flu A and
cardi opul nonary arrest. Death possibly due to
encephal opathy  or cardi onyopathy as per
report.

A 12 year-old boy wth fever to 40
degrees took one capsule of his brother's
Tam flu and several hours later died in a fall
from a high rise apartnent building. That
| ast report canme in pretty recently. That's
probably the nost recent report of fatal
event.

So, you know, when we |ooked at
this out of the total of 18 reported death in
patients less or equal to 17, you know, we
were concerned at this pattern that three out
of 18 had death due to traumatic injuries from
basi cally, you know, falling off or, you know,
| eaping in front of a truck.
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A 14 year-old boy after one dose
fell off the 9'" floor. A 17 year-old boy, you
know, junped over a wall and leapt in front of
a truck. A 12 year-old boy that | just tal ked
about .

So from the available data still
| nean, again we cone back to this. It's
difficult to establish a direct relationship
between the use of Tamflu and the reported
deat h. However, we are concerned about the
pattern of these events.

So I'm going to turn over now to
Dr. Mosholder to walk through with you our
nost updated review on the neuropsychiatric

adver se events.

DR MOSHOLDER: Thank you
Rosenary. Just for background as Rosemary
just nentioned, in Decenber of |ast year

following the AC neeting in Novenber and al so
coinciding with the prophylaxis indication,
our division undertook an AERS review and
identified 126 cases of neur opsychiatric
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events of all different types, including three
with fatal outcones. 17 were classified as
abnormal behavior, including two deaths as
j ust descri bed. And the conclusions at that
timre was not to label, but to continue
nmonitoring for these types of events through
the 2005/2006 influenza season and then
reassess.

So what |I'm going to present is
t he updat ed post - mar ket i ng surveil |l ance
anal ysis followng the nost recent flu season
for neuropsychiatric events. And this
descri bes nethods for the AERS Search. Ve
| ooked at reports to see if during the tine
frame, August 29'"  which was where the
Decenber review |last year ended, through the
July of this year, the MdDRA terns selected
were for the high level terns, "suicidal and
sel f-injurious behavi or" and al so 30
addi t i onal preferred terns representing
vari ous neuropsychiatric events.

The reports were required to have
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I ndicated oseltamvir is the suspect drug. W
| ooked at all ages and after we reviewed the
reports, we grouped them into categories of
cases based on the clinical characteristics.

So this nost recent Sear ch
returned the total of 129 reports, 26 we
excluded for various reasons, they were not
felt to be relevant to the issue, |eaving 103
cases for the analysis. 95 of which the vast
majority were from Japan, as we have heard
bef or e. Five were donestic and three from
ot her countries.

These were predomnantly pediatric
shown by the nedian age being 12, but there
were adults. The vast mgjority involved
treatnent of confirned influenza and only
three involved prophylactic use. And there is
about a 2:1 nale:fenmal e gender ratio.

So this slide shows the categories
that we classified the reports into after
doing the manual review and you wll see by
far the largest category turned out to be what

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

117

12

13

14

15

14

17

18

19

20

2]

22

211

we call delirium with promnent behavioral
di st ur bances. It was a total of 60 reports,
one from the U S There are also snaller

nunbers of reports for the suicidal events,
pani c att acks, del usi ons, convul si ons,
depressed |evel of consciousness, |oss of
consci ousness or syncope and finally sone
m scel | aneous reports.

W | ooked at those, out of these
103 reports, that had fatal outcomes and the
first was actually an updated report on a case
that had been reported previously, the 14
year-old boy who died in a fall. Then there
were two reports of suicide in adult nmales
both again from falls. In one case, the
patient actually left a suicide note. And in
the other case, the coroner ruled it an "open

verdict," presunmably sone uncertainty.

So next we wanted to look at the
age breakdown for these neuropsychiatric
reports. And this slide displays that. And

you wll see for the mjority of these
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categories, there is a small nunber of events
for both adults and children. And, of course,
the one that really stands out is the delirium
wi th behavioral synptons in the pediatric age
groups specifically.

So we wanted to focus nore on that
speci fic category. And this describes sone
nore about the cases of delirium wth
behavi oral di sturbances. There were a total
of 60 reports, only one fromthe US. Three-
gquarters were male and only eight were in
patients 17 or ol der. The other 52 were in
the pediatric age group wth the age
di stribution shown there.

W were sonmewhat inpressed wth
the time to onset and that the nedian nunber
of doses was 1 and 52 of the 60 cases had
either one or two doses before the onset of
the synptons. 35 were considered to have
positive dechallenge from review of the
narratives and six negative dechall enge.

In 25 cases, actually, this is a
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slight error here. |It's 25 cases had absence
of neurological findings. They weren't all
necessarily imaging, sone were EEG In 25

cases there was docunented abnornmal behaviors
despite the absence of overt findings on
neur ol ogi cal studi es. The nedian degree of
fever was 39 and, in fact, 11 of the 60 had
actually a very slight fever up to no nore
t han 38 degrees.

And there was only one report wth
pr ophyl axi s. O course, in trying to
di stinguish the drugs contribution to these
events versus the underlying illness, reports
wi th prophyl axis woul d be nore persuasive, but
there were not very nany.

Just to give you an exanple of the
sort of character of these events, these are
sel ected cases from that category of delirium
wi th behavioral disturbance. There was an 11
year-ol d boy who took two doses and then had a
fall from a landing fracturing his skull and
the fenur.
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There was a 7 year-old boy who
shortly after the initial dose ran from his
house screamng and was later found at a
nei ghbor' s house.

A 13 year-old child after a single
dose apparently began hallucinating and
scream ng about being chased, ran towards a 9'
fl oor wi ndow and fortunately was restrained.

There was one case report fromthe
literature. An 8 year-old boy who about an
hour and a half after an initial dose becane
agitated, was growing, tried to run outdoors
and was said to have severe nenory inpairnent.

And to illustrate sort of the
devel opnentally appropriate quality of the
phenonenon, this was a 6 year-old boy who
after a first dose began respondi ng to command
hal l ucinations from a huge Pokenon. The
reporter was inpressed that the child had very
m nimal fever at the tinme of this.

So the obvious question is why do
we have so nmany reports from Japan? There are
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several possibilities. The pediatric use
there, as we have said, is nuch, nuch higher
t han It S In t he United St at es.
Specul atively, there could be unknown genetic
risk factors for these types of events that
are nore prevalent in the Japanese popul ati on.
And al so, a case can be nade that there is a
nore sensitive post-nmarketing surveillance
system in Japan, so that would result in
I ncreased detection. And, of course, it could
be conbi nation of any of these factors.

Sone addi ti onal poi nts to
consider, of course, influenza itself can be
associated with delirium and in sone cases
frank encephalitis. And we don't have good
data to show the relative contribution of the
drug versus the wunderlying wviral illness
wi t hout systematic data.

| want to comment on this |ast
poi nt actually. Just in the past few days and
too recent to incorporate into the slides, we
received from Roche a summary  of an
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observational study from Japan that was a
survey nethodol ogy of about 2,800 children,
nost of whom but not all received Tamflu for
I nfl uenza.

And at first glance, the data
would tend to inplicate the influenza nore
than the drug in terns of devel opnent of what
they terned abnormal Dbehavior. And al so,
incidentally, they found a |ower incidence of
pneunonia as a conplication anong treated
patients conpared to untreated. But as |
said, we just got these data a few days ago
and there appear to be sone nethodol ogic
I ssues that we don't have a handle on yet. So
that's one thing we have tal ked about trying
to explore to see if there is nore than can be
| earned fromthis survey.

Another point is the degree to
whi ch the drug crosses the bl ood-brain barrier
during an acute I 1l ness IS uncl ear.
Qoviously, you would think that would be a
prerequisite for OCNS adverse events. That
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woul d be due to the drug.

I mean, so al so, of  course,
I nfluenza is associated with serious norbidity
and nortality and when we are weighing the
drug risk, it's always in the balance of
benefit versus risk. And, in fact, |ast year
t he sponsor cited observati onal dat a
suggesting that treatnent wwth oseltamvir can
reduce conpl i cations In nortality from
I nfl uenza.

The ideal situation would be to
have data that could tell what the increased
ri sk of these types of neuropsychiatric events
fromtreatment with Tamflu over those events
that mght occur with just the influenza by
Itself and to be able to weigh that
quantitatively agai nst reducti on In
conplications and nortality, but unfortunately
we don't have those kinds of data to inform
us.

So with all those caveats, the
enphasis currently is to nmake sure people

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

117

12

13

14

15

14

17

18

19

20

2]

22

218

nonitor for these types of events. And, in
fact, the |labeling change was just enacted
earlier this week, which I'lIl get to in a
m nut e.

There were sone characteristics of
the reports that, despite all these caveats,
It made it di fficult to dismss the
contribution of the drug to the events. As |
ment i oned, the tenporality, nost of It
occurred with a single dose or perhaps two
doses. In many of the reports, the reporting
physician gave the opinion that the events
were related to the drug.

There was an absence of reports of
negative sequel ae after t he dr ug was
di scontinued in those cases, in which was
di scont i nued. There was an absence of
evidence of frank encephalitis anong these
patients. And there was a sort of peculiar
conpelling pattern to the behaviors, as |
tried to describe earlier, which seened to be
a bit different from what has previously been
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reported or the nore common variety of OCNS
synptons fromfl u.

So with those considerations in
mnd, it was felt to be prudent to update the
| abeling to be simlar to what already was in
the Japanese labeling and, of course, this
coul d becone even nore inportant if the use in
the United States begins to increase as it has
I n Japan.

So the labeling, this actually
says | abeling recommendations, but as |'m sure
people probably saw, earlier this week the
| abel i ng was enacted and was announced. It is
under precautions. It describes the post-
marketing reports nostly from Japan of self-
injury and deliriumfoll ow ng use of the drug,
primarily anong pediatric patients.

It says the relative contribution
of the drug to these events is not known and
advises nonitoring for signs of abnornal
behavior imrediately after starting Tamflu
and throughout treatnent. And then in

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

117

12

13

14

15

14

17

18

19

20

2]

22

220

actually in the patient package insert now it
says that health care providers should be
contacted if there are such abnornmal behaviors
and the idea is to determne whether Tamflu
shoul d be discontinued or not, recognizing the
possibility there may be a clinical need for
it even in the face of abnormal behavior,
dependi ng on the specific circunstances.

So anyway, that concludes the
update on neuropsychiatric events. And j ust
to sumarize what Rosemary and | have
presented, the labeling for serious skin and
hypersensitivity reactions has been updated.
Drug wutilization for the past flu season
appears to be simlar to previous years.

W have reviewed the nore recent
AERS pediatric reports with fatal outcones and
neuropsychiatric adverse events. And the
plan, the final bullet there, is to return
next year for a full report as recommended in
Novenber of 2005. And ideally, Roche wll
have sone additional study data to address
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t hese i ssues.

And just to conclude, | want to
t hank the other FDA col |l eagues and, of course,
the sponsor for their assistance and we can
have questi ons.

ACTI NG CHAI R WARD: D anne, let's
be very clear, | think, for the Commttee.
This report this year is really to just bring
us up to date on the nature and extent of

adverse events that have been reported during

the last year. |s that correct?
DR MJRPHY: Correct. | nmean, if
the Commttee -- the Commttee made a numnber

of recommendations |ast year what they wanted
to see and certainly if the Commttee has any
ot her recommendati ons on what they want to see
next year, we're not saying that you can't say
anyt hi ng.

ACTI NG CHAIR WARD: Right.

DR MJRPHY: But we just wanted to
make sure you are aware that to those who are
new, this Commttee has already said next
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year, that's what the last bullet was about.

ACTI NG CHAIR WARD: Ful I year.

DR MJRPHY: That we know we're
com ng back, Roche knows we're com ng back.
There have been <certain things that have
al ready been asked for. The Commttee is open
to make any other recommendati ons. W, vyou
know, would have presented the proposed | abel
to you if Roche hadn't already agreed and the
division hadn't already gotten it done and,
you know, had to comment, but they were able
to get it done.

V. DOKKEN: Gven that the
| abeling, you know, that the action has
al ready been taken, | wanted to use this as an
exanple of sonmething that we talked about
earlier, which was what goes in the patient
I nf or mati on. And to ne, essentially, how do
we create opportunities for parents to
coll aborate with their providers and parents
to, you know, be informants in the health care
of their own children?
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And | applaud the approach on this
that it, you know, really sets that up and
makes -- you know, | think sonetinmes on this
Comm ttee, because pediatrics is such a
vul nerabl e population, we're in a box, not a
bl ack box, but we're in a box of, you know,
what we're really supposed to be addressing
and doing. And so we struggle wth how do you
educate physicians? How do you educate
famlies, the AERS dat abase?

But this is a good exanple still
within the purview of the Agency and this
Commttee that, you know, it nakes an approach
toward education. So | would like to just say
| think this is a nodel and we could go back
and | ook at sone other patient information and
| abel s, because | think this sets, you know, a
good working rel ationship between famlies and
t hei r providers.

ACTI NG CHAI R WARD:  Robert ?

DR MJRPHY: Could you tell us
sonething you really Ilike. W would like to
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hear . No, no, is there sone conponent that
was particularly -- so that when you do things
that are done well, you want to know what it

was that you did really well and keep on doi ng
that and we'll hear what we shouldn't keep
doing, so we'll try and look at that. But can

you just, for the division, they are here, you

know, tell --

M5. DOKKEN: Vell, | think the
main thing that |I'm focusing on is that
gui dance. I"m assum ng the |anguage wll be
the sane in the parent information. ' m only

reading fromthis Septenber 20'" menp, page 20.

And the sentence is if patients develop
abnormal behaviors, their health care provider
should be contacted immediately, etcetera,
etcetera.

['"'m hopi ng In t he pati ent
information piece it would be a little nore
explicit. If your child develops the
followwng kinds of behaviors, you, as a
parent, would contact your doctor or whatever
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we're doing to nmake it nore. But it's that.
It's enpowering parents to | ook for sonething
and then to know what to do when they see
sonething that's out of the ordinary.

DR MJRPHY: That was hel pful,
because you pointed out the two el enents that
you thought were helpful in there. So thank
you.

ACTI NG CHAI R WARD: Ckay. Robert
and then Larry.

DR DAUM So |'m sure everyone in
the room would join in with nme on this, but
|"m struggling to understand what people are
using this drug for and what nakes the culture
of its prescription at clearly a high rate in
Japan go forward versus even -- and we're not
so great, that's a judgnent. W're using it a
lot, too, in the US. | nmean, we're the
second, based on the data | saw, nost frequent
prescribers in the world or we prescribe the
second nost .

And so | wonder if there is any
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information from either the FDA side or
possi bly even the manufacturer's side as to
what is this drug being used for? | nean, |
get the sense from the slides it's not a
prophylactic use, which is a relief to see.
And | also thought | saw flash by on one of
the slides that nost of the cases were
confirmed in sone way to be influenza.

And so what are docs doing in
Japan or for that matter this country? Are
t hey doing sone kind of rapid influenza tests
and then prescribing oseltamvir? s it
routine? Is it only for people who are very
sick? 1Is it for, you know, soneone who has a
little sniffle and a positive test? \WWat's
going on wth use?

DR MJURPHY: Well, we actually had
a fairly extensive review of that |ast year
and |'lIl ask OSE or anybody else who wants to
summarize it. Al those things you listed are
what' s happening. And there was al so in Japan
a high level of concern because of a lot of
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cases of encephal opathy and encephalitis that
were reported previously and so, you know,
there is that going on and the rapid
di agnosi s.

It's just -- oh, Linda is here.
Linda, do you want to cone and nake sone
comments about that? There is a whole
different approach to how you get this drug,
you know, how they use rapid diagnostics,
et cetera.

DR DAUM And maybe if Linda is
going to cone up, what happens in this
country? What is -- there is a lot of use
here, too. Wy is that?

DR LEWS: H . For the people
taking dictation, |'m Linda Lew s. |'m the
Primary Reviewer for Tamflu in the D vision
of Anti-Viral Products and | presented to this
Commttee a year ago when we first discussed
Tam flu and these events.

Wat we found our during our
I nvestigation |last year and foll owup has sort
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of proven this out that for whatever reason,
and there are many reasons, the Japanese use
an inordinate anmount of Tam flu, particularly
in children. Sone of the reasons that we
identified is that all through the 1990s and
into the early 2000s, the Japanese pediatric
providers were very focused on what appeared
to be a high rate of influenza associated
encephalitis that had very bad outcones.

And so they encouraged their
popul ation both to get influenza vaccine and
they made as part of their national health
| nsurance program reinbursenment or provision
wi thout cost for rapid influenza testing in
physi cian offices and clinics and provision of
antiviral drugs. And so both Tamflu and |
bel i eve rel enza al so.

And so the entire population was
encouraged and physicians were encouraged to
both test for influenza and then to provide
specific treatnment for it, because of concern
for very bad outcones if younger children
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devel oped encephalitis. So that was part of
it.

The other part was sort of a nore
cultural less well-defined perception that the
Japanese population likes to have pills to
treat things. And, you know, that's true in
this culture also, but it seened to be nore
true in that culture.

DR MJURPHY: And Linda --

DR DAUM Can | follow?

ACTING CHAIR WARD: Let nme |let

Robert respond and then we'll nove on.

DR DAUM | would like to follow
up. | mean, maybe -- and | wasn't here for
the oseltamvir discussion |ast year. | guess
It shows that | wasn't here. But if -- |

guess the question is has anything been done
to confirm the veracity of the claim that
there is a higher rate of encephal opathy or
encephalitis in Japan with flu? Because that
may go to what is being seen here and it may
be a confounder rather than a true thing.
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And | guess I'Il reiterate one
ot her question is why are we the second nost
frequent country prescribing it? VW don't
have that encephal opathy physician marketing
by the nedia or whatever issued here or do we?

DR LEWS: As far as | know, the
I dentification of actual rates of encephalitis
and encephal opathy associated with influenza
Is very difficult to determne. Last year we
had a presenter from the CDC who cane and
actually presented data from a review of U S.
reportabl e cases of influenza during that very
bad 2003/ 2004 flu season.

And there were actually a large
nunber of deaths, if you renenber back a few
years in the pediatric age group and there
were a relatively large nunber when these
events were solicited of cases that sounded
i ke t hey m ght be encephalitis or
encephal opat hy. Al t hough, again, this was a
retrospective case review of cases that were
reported to the CDC
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So whether we actually have a | ot
less of it inthe US is, |I think, still not
entirely certain, but clearly it has been nore
highly publicized in Japan over a |onger
period of tinmne.

Now, getting back to the question
of why do we use so much of it in the US.,
I"'m not sure that we really do. | mean, how
many children do we have in the United States
now? Sonething like 100 mllion, 50 mllion.

And we use nmaybe, you know, 550,000 doses

| ast year. So, | nean, | think if you think
about it in a per capita setting, |I'mnot sure
we use that nmuch of it. It's just that we're

areally, really big market.

So, you know, | think that you
have to look at -- we're looking at total
nunbers of prescriptions not per popul ation.
You know, the U S. population is greatly nore
t han the Japanese popul ation, yet they use 10,
15 tinmes as nuch of the drug as we do.

DR DAUM ["m conparing us wth
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the rest of the world and surely you don't
nean to say that we have nore people than the
rest of the world? VW're the second nost
frequent users, at |east what | saw

DR LEWS Yes, but | think
that's true of probably every pharnaceuti cal
product in the world that is produced in the
U S I nmean, we use a lot of drugs period,
not just a lot of Tam fl u.

ACTI NG CHAI R WARD: Ckay. Larry?

DR SASI CH: A couple of coments
and then a couple of questions for the FDA on
the issue of getting infornmation to patients.
And | think it's absolutely required if one
of the recommendations or one  of t he
precautions for a drug is nonitoring the
patient for, or a child in this case, a
speci fic adverse event, the parent has to have
that information. It doesn't nean anything to
put it into the professional product | abel.

There is no specific -- there is a
patient |abeling section in the professional
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product |abel for this drug and other drugs,
that's only a recommendation to health care
providers that they tell patients. There is
no requirenment to do that. The only way that
you could ever begin to get this type of
information in the hands of patients is wth
the nedication guide. And then we're not even
sure if the nedication guides are being passed
out and | wouldn't be opposed to nedication
guides. As a matter of fact, | would support
medi cati on gui des for al nost everyt hi ng.

The next comment is that we saw in
a lot of pharmacies around the country during
the last year with all of the stories about
bird flu. Tamflu was flying off the shel ves
and being hoarded for bird flu. | don't know
how much of an inpact that that had on sales,
but I was curious is there anything different
in the mnufacturing or the formulation
bet ween the product that is sold in the United
States versus Japan or do they cone from the
sane factory?
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DR MJRPHY: That question was
asked |ast year. | cannot give you the
specifics of the response except to say it was
| ooked at and there was no difference that was
seen. Linda, do you have anything on that?

DR LEWS:. |It's the sane product.

DR SASICH  kay.

DR LEWS: W got that directly
from Roche and, | nean, it's nmade in several
manufacturing facilities around the world, but
it's the same nmanufacturing process and the
same product --

DR SASICH Are you --

DR LEW S: - - t hat IS
di stri but ed.

DR SASICH -- able to comment on
any differences in the Japanese reporting
systen? Is it voluntary? |Is it -- are there
any major differences where there mght be
hei ght ened reporting in Japan versus the U S. ?

DR JOHANN LI ANG Yes, there is
di fferences. So the way -- you know, we
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talked about the United States AERS system
and, as you know, we have a set of regul ations
and it's basically a passive surveillance.
The Japanese seemto have a six nonth sort of,
I"'m going to call it, active surveillance
every tine there is a regulatory action.

DR SASICH Al right.

DR JOHANN LI ANG So it's not
just with the first, you know, Tam flu com ng
to the market it appears, but every tine there
I's, you know, approved for children, there is
another six nonth kick in that the health
prof essionals are supposed to report adverse
events.

DR SASI CH: Like the British
Black Triangle for new drugs in the first two
years.

DR LEWS: Yes.

DR SASI CH. Ckay. The | ast
thing, on page 4 of the neno, one of the
things that drives ne <crazy is redacted
docunent s. And so the Agency's original
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proposal for Jlanguage for a warning IS
redact ed. Is it stronger than what we have
now or was the original weaker or can you
answer that?

DR MJRPHY: It is actually in
their later on and it's a long --

DR LEWS: | think Debbie was --

DR MJURPHY: -- m sconmuni cation
process that went on here. That | ooked |ike a
| abel that they thought they had to redact
because it was in the mdst of negotiations,
when actually it was just a recomendati on and
that's why it got redacted in the first part
where it | ooked |ike a | abel.

DR SASICH  kay.

DR MURPHY: But it's actually on
sonebody - -

DR SASI CH Vell, no, the full
| anguage of the recommendation --

DR JOHANN-LI ANG Are you talking
about the DDRE/CSE neno that we sent, that we
did? Wich neno?
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DR SASI CH: This is from Dr.
Edwar ds.

DR JOHANN- LI ANG  Yes.

DR SASICH  Septenber 20'M

DR JOHANN- LI ANG  Yes, okay.

DR MJRPHY: Yes.

DR JOHANN- LI ANG So let nme just

say what happens is that we add the post-
marketing side fromOfice of Surveillance and
Epi dem ol ogy. W do a review of AERS cases
and then we like to sort of say what we think
about the situation and we recommend to the
Review D vision what kind of safety sort of
initiatives should be started, including, you
know, recommendations to labeling, to health
communi cation, etcetera.

That's not to say that that's
what's going to end up in the label or what's
going to be done. That really resides wth
the Ofice of New Drugs and the Review
Division to have purview of the life cycle of
t hat drug. So when this happened, | think

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

117

12

13

14

15

14

17

18

19

20

2]

22

238

what was happening was that there was an
active negotiation going on between the Review
D vision and Roche and it was decided at that
tinme that certain warnings that we had
recommended should really not be sort of, you
know, presented at this tine, because there
was a negoti ation goi ng on.

DR SASI CH. Personally, | would
really like to see the FDA's reconmmendati ons
and conpare themw th what ultimtely w nds up
in | abels. | think it would be very
I nt eresti ng.

ACTI NG CHAI R WARD: | don't think
the | awyers would | et you do that.

DR Bl RNKRANT: The | abel S
al ready posted on the FDA website, Drugs at

FDA, the final |abel that was approved on the

3,

DR MJRPHY: Yes.

DR SASI CH: She neans this. I
know. Wat | wanted to see was the origina

recomendat i on.
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DR BIRNKRANT: Well, it's on page
23 of that.

DR SASI| CH: No, no, t he
redactions that are on page 23.

DR Bl RNKRANT: The sane exact
wor di ng appears on page 23.

DR SASICH That was ny question.

DR MJURPHY: W're telling you
that what's on page 23 was the sane thing that
was on the redacted part.

DR SASI CH: So there were no
changes. Ckay.

DR MJURPHY: And yes, there are
sone differences, but what we're trying to
point out is that it is in there. The
recommrendations from OSE are in there.

DR SASICH  kay.

DR MJRPHY: And that the first
part got redacted for stylistic reasons, if
you will.

DR SASICH  kay.

DR MJRPHY: Thinking it was in
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the mdst of a hnegotiation versus a
reconmendat i on. So you do have the original
recomendati on OSE made in that handout.

DR SASICH  Thank you.

ACTI NG CHAI R WARD:  Don?

DR MURPHY: Page 23.

DR BIRNKRANT: Wth regard to --

DR MJRPHY: [|I'msorry, 20.

DR Bl RNKRANT: - - I nform ng
patients and their caretakers, there is a
pati ent package insert with this [|abel. It's
in the formof a question/answer piece.

DR SASI CH: Ch, | didn't see one

on --
DR, Bl RNKRANT: You may not have
it.
DR SASICH  The Agency passed out
a label, but | didn't see a patient |eaflet

for the drug.

DR Bl RNKRANT: Yes, it's clearly
witten though. Sonme of the questions are
what are the possible side effects of Tam fl u?
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How and where should | sort it, etcetera.

DR SASI CH: Yes, but that's
i nformation that nobody knows who has
responsibility for distributing it. The only
piece of information that the FDA has any
control over and where there is regulations
that say that it's supposed to be distributed
are nedication guides. It's not the things at
the end of professional product |abels.

DR MJURPHY: So let me make sure
we under st and. You like what's at the end
You just don't think it 1is going to be
di stributed?

DR SASI CH No, | haven't seen
what's in the end. The label that | have
doesn't have information for patients.

DR MJRPHY: Vell, it's the sane
thing, isn't it?

ACTING CHAIR WARD: | think it
does, Larry. It's at the end of the | abel
It begins on the first page with the synbol of
Roche above it and then Tam fl u.
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DR SASICH Onh, | see.

ACTI NG CHAI R WARD: Ckay?

DR SASICH  kay.

ACTI NG CHAI R WARD: And the issue
has to do with allowing patients, allow ng
pharnmacies to have you sign and say no, |
don't need counseling. Ckay. If that were
not there, they actually have a |egal
obligation that the patient has to be
counsel ed.

DR SASICH Only to offer.

ACTI NG CHAI R WARD:  Par don?

DR SASI CH: Not to counsel, only
to offer. They sign that away.

ACTING CHAIR WARD:  No, and that's
what -- right.

DR SASI CH: And when they think
that they are signing an insurance form The
only way that patients can be guaranteed, at
| east to begin to be guaranteed, information
fromthe Agency is through a nedication guide
and then the Agency is going to have to do
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oversights on pharnacies to mnake sure that
information is being distributed. And the
little bit of information that we have right
now is that that information is not being
di stributed by pharnaci es.

So it's easy to say well, wite
some patient information and wash our hands,
but it doesn't work.

DR JOHANN- LI ANG Ckay. Per haps
this is not the tine, but the discussion over
nmedi cati on gui des and possibly sonme other way
that patients can be given a very user-
friendly information with every drug | abel
change or whatnot, I think that is a
di scussion that would be good to have,
especially in light of pediatrics.

The issue with nedication guides
per say, that is the only way really right now
the FDA has to make sure, although we don't
know whether this is really reaching the
patient, that the information that is in the
| abeling is translated in the hands of the
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consuner or the patient. That is a pretty
I nvol ved process to get a drug to a nedication
gui de right now.

And so there is a Commttee that
presides over what should be a nedication
gui de. There are criteria. So it's a whole
big topic in itself. There is other
medi cation inserts. There is an effort that
Is outside of FDA  purview, that's an
initiative that's ongoing as well, which is --
but, you know, that's sonething we should
probably --

DR SASI CH: From the private
sector the two large surveys that have been
done nationally, the information that s
distributed by pharnmacies, that information
has failed to neet mninmum quality guidelines.
So the issue is particularly for pediatric
patients where the precaution is to nonitor
for a specific set of events or behaviors, how
do you ensure that patients actually know
about it?
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ACTING CHAIR WARD: I woul d
observe that this is a recurring thene and
that we probably should have sone feedback in
the future from the Agency about how we as a
country can dissemnate information nore
effectively to patients.

DR. MJRPHY: (kay. |I'mtaking the
Commttee -- we have presented information on
what goes in the nedication guides and done
all that. But what you are saying is that
what you would like to do is to have a session
on focusing on how to get information out on
pedi atrics, because it's your inpression that
it's not getting out there, particularly,
because we have all these changes.

And | could tell you last night |
was | ooking up sone stuff that was in our new
| abeling. |If you go up on our website, you go
into pediatrics, you can see all the new
| abel i ng changes and we have got themup there
and they are still not, two years later, in
the PDR  So, you know, it's clear that we do
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have i1ssues and this is a big issue, because
there are so many changes to pediatrics right
now and that's a topic that you would |ike us
to devel op.

ACTI NG CHAI R WARD:  Yes.

DR MURPHY: |s that what | hear?

ACTING CHAIR WARD: Well, it would
seem to ne that you would start wth asking
the consuners about and really determning
whet her our inpressions are representative of
t he popul ati on. Do they have the infornation
they need? Do they not? |f they do not, what
sources do they use? How would they like to
obtain that information that would  be
conveni ent and reasonabl e, since not everybody
Is sitting on the Internet? And, you know, |
think that would serve a public health good.

DR MJRPHY: Dr. Kweder, who is
the Deputy in the Ofice of New Drugs, has
raised her hand, is wlling to cone to the
fray. So we would love to have you here,
Sandy. As Bob has tried to say, this is a,
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for the new Menbers, |ong ongoing issue,
medi cati on gui des.

DR KWEDER: No, you know, | think
the issue -- good norning, everybody. | know
we're keeping you from your [|unch. | just
wanted to say that this is an issue that is
actually much bigger than this Commttee or
even the collection of people in this room
And it is the whole area of conmmunicating
information to patients, particular, about
drug safety, is sonething that the Institute
of Medicine Report that was just published a
few nont hs ago focused heavily on.

And the Agency is |ooking very,
very closely at better ways to do that. Ve
have done sone things in recent years trying
to put out gquidances about risk managenent,
but they really only scratch the surface as
far as we're concerned.

And the points about nedication
gui des, you know, it even goes beyond
requiring a nedication guide, because we also
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know that nedication guides don't necessarily
reach patients and even when they reach
patients, they aren't necessarily read. You
can walk into many clinics and find them on
the floor. Many pharnmacies out in the parking
| ot you find themon the ground.

So we are looking at this very
broadly and | think that the challenge wth
pediatrics, of course, is that there is an
extra party in there. You are not only
dealing with -- you have anot her internediary.
There is the physician, the pharnmacist, then
the parent, who is responsible for the child.
So it offers an additional set of challenges
and we'll be focusing on that as well.

ACTING CHAIR WARD:  Thanks, Sandy.
Ckay.

M5, DOKKEN: Can | just make a
cooment? | do want to in pediatrics, however,
to say there is an added piece or an added
person, that's, indeed, true. But there is
also a 30 plus year novenent called famly
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center care where, you know, there would be a
lot to be |learned about where we don't talk
about parents as being, you know, another
party. But there is an up-front recognition
that a child is part of a famly system and
that's how you have to go.

ACTI NG CHAI R WARD:  Ton?

DR NEWVAN: Yes, | support the
del i berations on the ned guides. This is sort
of on a new topic. If I could, | just have
one concern about the new | abel, which is the
way | read it, it seens like if your child
devel ops one of these severe Dbehavior
di sturbances, you're supposed to call the
doct or and decide  whet her you shoul d
di sconti nue the nedicine.

And | guess ny concern is well, if
you call the doctor and they say okay, he'll
call you back and so on and so forth and you
don't get through, | would rather have it say,
you know, rather have the default be to
di scontinue the nedicine unless the doctor
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says you should continue it, rather than
continue it unless the doctor says you should
stop it.

Because this sounds like it could
be potentially life threatening thing, that if
they can't get through to their doctor, they
should -- | nean, it's like, to ne, a severe
reaction. You should when in doubt stop and
then talk to the doctor. If you don't reach
the doctor, you should stop rather than
conti nue.

ACTI NG CHAI R WARD:  Ckay.

DR MJRPHY: It's BID dosing. I
sure as heck hope they get to the doctor
bef ore they gi ve anot her dose.

DR NEWVAN: Wll, you would hope
t hat .

DR MJRPHY: |  know our health
care systemis in pretty bad shape, but --

DR NEWVAN: It could be, but they
may, you know - -

DR MJURPHY: 12 hours.
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DR NEWVAN: But the effect may
not happen until 8 or 10 hours after one dose.
You see what | nean? The tinme to take the
next dose nmay be not that long after the tine
they call the doctor and try to find out what
to do.
DR MJRPHY: Yes, yes.
DR SASI CH And the FDA has
| abel i ng precedence for telling, for asking
health care providers, physicians to instruct

patients to stop a drug immediately, an

antibiotic, in this <case, fluoroquinolone
anti bi oti cs. The | abeled recommendation is
tell your patients to stop the drug

I medi ately and rest and then contact the
physi ci an.

Ckay. So here we have the flu or
are trying to treat or prevent the flu, not
necessarily a life threatening condition
Here we have potentially a life threatening
condi tion. | couldn't agree nore with the
wordi ng of |anguage. | think it would be
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appropriate to say discontinue the drug, call
t he physician for further advice.

DR MJURPHY: Debbie?

ACTI NG CHAI R WARD:  Ckay.

DR MJRPHY: Recommendation is
made, at this point.

ACTI NG CHAI R WARD:. Ckay. Rober t
and then John.

DR DAUM  Forgive ne for harping,
but I'm trying to squeeze any senblance of
causality | can from what we have been
presented with today and try and understand at
| east what | believe about it. So the first
question to cone back to is the issue of there
bei ng concern about encephalitis in Japan.
And that's how this excess use, that's how
this heavy use started.

And | guess the question is has
anyone attenpted epidemologically to | ook at
t hat ? Because if there is a lot of
encephalitis, that may be, rather than the
drug, responsible for sone of these behaviors
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and it may even be synergi smbetween it.

And the second question while |
have the little red light on is what has the
nmedia in Japan done wth these events?
Because nedia can also, of course, fan the
fire. So | wonder if there is information
about those two things specifically?

ACTING CHAIR WARD: Last year
there were sone reviews of sone literature

published in the Japanese nedi cal arena about

frequencies of encephalitis, but | do not
recall the details, but | can probably find
t hose.

DR MJRPHY: And the Pediatric

Society in Japan also got very involved in
this whole issue, too, so there was a high
| evel of awareness of this issue.

ACTING CHAIR WARD: And sone of
these events that have been presented were
first brought to attention fromthe newspaper,
not froma care giver necessarily, so exactly.

Andrew? Ckay. Excuse ne.
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DR MOSHOLDER: Ch, thanks. As
far as the issue of encephalitis, | guess one
thing having |ooked at some of the Japanese
literature on encephalitis, those kids are
very, very sick.

| nmean, you know, they are usually
in critical condi ti on. They have high
nortality and that was different, you know,
qualitatively different from the types of
behavi oral disturbances wth hallucinations
and agitation that we were trying to capture
in the reviews.

So you start to get the inpression
there are sort of tw different types of
clinical pictures. Maybe both are due to
I nfl uenza, we don't know, but the --

ACTING CHAIR WARD: That was ny
recol lection as well, is that there was a high
nortality. There was a significant nore | ong-
term norbidity being observed in Japan from
these infections, and it seened like a
different manifestation of influenza than that
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which we see in the United States.

DR MJRPHY: And what Danny is
also trying to say, and different from these
behavioral things, these kids are not, you
know, suffering from obvious fulmnate
encephalitis, not that there couldn't be sone
CNS, but that these cases that they reported

to you didn't seemto fit that criteria.

DR JOHANN- LI ANG It's also
I mportant though, | nean, to realize, yes, we
had a lot of discussion about this. Yes,
there is no -- these cases in AERS is not of

cases, you know, of very bad encephal opat hy.
That is really what the concern is in the
l'iterature, but there is also in the
literature the flu itself could cause delirium
and abnornmal behavior w thout, you know, being
prostrate or in bed at all.

So the disease itself could do
this. What we're concerned about is this
strange abnornal behavi or that seens to be not
reported with the disease itself, whether in
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Japan or anywhere else in the world, but that
we're starting to see nore reports of this.
So, definitely, there does appear to be sone
sort of a disease, you know, population, you
know, effect and then the overlay of the drug
on top, what is that doing.

And that is why it's unclear to us
at this tinme how much of the blood-brain
barrier is being disturbed on the onset of
influenza and is that why, you know, these
mani festations are being seen. You know, we
have had a |ot of discussions about this, but
the wexact causality of what happens is
uncl ear, but these patterns of abnornal
behavior is sonmething that is over and above
what we have discussed regarding flu, the
di sease itself, whether in Japan or in the
U. S.

DR MOXORE: Yes. This is way out
of ny field, but it strikes ne that there has
been in our country a huge anount of nedia-
driven hysteria about the bird flu, which has
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waned quite a bit now, but during this tine,
you know, even the Cardiology Ofice felt the
pressure of witing prescriptions for Tamflu
froma nunber of people.

And, you know, just hearing these
anecdotal cases of these kind of conpulsive
events after one or two doses and peopl e who,
you know, nay be at risk or may have, you
know, early flu are very -- this is very
disturbing to ne given that, you know, there
can be a |l ot of nedia-generated pressure to go
out and get this drug and keep it in your
nmedi ci ne cabinet and use it, which | suspect
IS what was happening in Japan. It's hard to
| magi ne anything else would be going on but
t hat .

So, | nmean, is it worth talking
about putting a black box warning on this, you
know, because that is one way. W have been
tal king about how to get people's attention
and, you know, the |abeling has been changed
and we have discussed that and | think it is
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appropriate to discontinue the drug. I
totally agree with that, but taking it to the
next |level, maybe that is sonething we shoul d
di scuss.

ACTI NG CHAI R WARD:. My i npression
so far has been that there is still
uncertainty about the interaction between drug
and disease and | think to place a black box
warning on it seens inappropriate wthout, for
exanple, a controlled trial, a treated and
non-treated group that really denonstrates the
frequency of these events.

And keep in mnd that there were,
what, nine mllion prescriptions in Japan. I

nmean, it's an enornous exposure occurring and

an enornous anount of flu, | suspect.
DR. MOCRE: el |, it IS an
enor nous anount, but nevert hel ess suicide

after one dose.

ACTI NG CHAI R WARD:  Yes.

DR MOORE: Junping out of -- is a
fairly severe consequence.
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ACTI NG CHAI R WARD:  Yes.

DR MOCRE: And, you know, | don't
think that every black box that has been
placed on a label has been the result of
controlled trials. | think sonetinmes it's the
resul t of ] ust an accumul ati on of
circunstances and data and aninmal data and
what have you.

And |'m not saying that we should
do this, but | think maybe we should suggest
this, but nmaybe we should discuss it. At
least it occurred to ne as we were talking
about, well, you know, what precaution should
be on the label and will anybody really pay
any attention to this? WII they nake note of
it to the point where they know to stop the
drug if their kid does sonmething crazy
afterwards?

And in the context of all the
hysteria that has been created about flu in
our country and obviously not worldw de,
because they are not doing it in the rest of
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the world, except for Japan, and there is
plenty of world that can afford to buy Tam flu
besi des us, you know, | just wonder if, you
know, these events together don't call for
somre way to highlight this, this particular
problem nore than just putting it under the
precautions and kind of being careful how the
wording is witten.

ACTING CHAIR WARD: Dr. Cnaan?

DR. CNAAN. G ven how popular this
Is in Japan and el sewhere, maybe the right way
to address this problemis to design a large
trial, because for this drug and for the flu
you can design a true large trial, controlled,
blinded and see if you can see sonething,
basically, not wait for the suicidality, you
know, to occur, but to just have a very good
observational outcone within the trial.

DR MOSHOLDER Yes. Vel l, that
was sort of ny pitch for trying to get good,
guantitative data and going through this, the
frustration was that we had a phenonenon

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

117

12

13

14

15

14

17

18

19

20

2]

22

261

docunented from spontaneous reports which was
associated with severe injury or even deaths
In sone cases, but what was mssing was
whet her or not those events were nore frequent
or nore severe conpared to untreated influenza
on the one.

And then to the extent that there
Is sort of energing evidence that treatnent
with Tam flu m ght pr event serious
conplications or nortality from influenza,
which is certainly the way the Japanese have
approached it, we don't have good quantitative
data to weigh that benefit against the risks,
so that is -- so anything that could get us
better data | think we woul d support.

DR JOHANN LI ANG One thing |
just want to point out is that this whole
di scussion with Japan, renenber in all of our
AERS reports that we have, we don't have one
single case of a donestic, these sort of
strange abnormal behavi ors.

So this is a conundrum too, how
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much of this -- we take the Japanese
experience where there is a disproportionate
anount of use per population and then we say
let's now translate this to -- we want to be
prudent. We want to say that this information
Is out there, but we also don't want to build
anot her hysteria on top of the hysteria that
Is out there already regarding, you know, the
pandem c i ssue.

So, | nmean, we're asking for your
advice, what wll be the best thing to do. W
did have a |Ilot of internal discussions
regarding the discontinuation part. The
Japanese | abel currently does say discontinue
and then consult your health care provider,
but they have cases to this.

Donestically in the US., we don't
actual ly have any case of this in the U S and
then, | guess, you know, sone of the differing
opinions that cane up internally is if we say
right now go ahead and discontinue the drug
what sort of neasure of quantitative risk and
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benefit do we have to do that?

And then the last point | wanted
to make is regarding these cases that actually
have sone descriptors who were able to discern
some information, all of them seemto have --
that we have information on do not seem to
have sone ki nd of negative sequel ae.

In other words, the kid takes one
dose or two doses and starts doing these
abnormal things and a kid will be running into
a street. But if nmom or dad is able to
restrain the kid, the kid stays on drug, the
next day the kid seens to be okay.

So there are a variety of aspects
to this that we really did try to consider
from all angles, to not cause, you Kknow,
public hysteria. But on the other hand, how
do we inform you know, the parent as well as
the health care provider regarding this
energing issue that we are yet unclear exactly
what the place of it is.

DR MJRPHY: | think that to try
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to sumit up like Dr. More is that the Agency
did not think that it reached -- that the
evi dence yet would conpel them to think about
a black box. They wanted to be prudent.
These are all Japanese cases. You know, we
don't know what else is going on, as you all
sat through.

W wanted to be prudent and nake
sure that we're transparent and that because
it's a nonitorable thing, people wll know,
you know, to watch your kids after you take
this nedication and that there seens to be no
resi dual .

Until we have a better definition,
which we wll continue to try to seek, the
Agency did not think it reached the |evel of
that, the evidence was of that |evel that we
could with confidence say that this was what
was happening as far as the drug causing that.

ACTING CHAIR WARD: | want to nake
two observations. One had to do with the
timng of the behavioral changes really to
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I ngestion of the dose. | talked to D anne
about this earlier. This is a PROdrug and it
takes tinme to absorb it. It takes tine to
then activate it.

Yet, sone of these events were
reported to occur within a very short tine
after ingestion, which nmakes ne suspicious
that it has nothing to do with the ingestion,
that this was a child who was going to have
bi zarre behavi or.

The other issue has to do with the
| abel as witten wth respect to the child
under a year of age and what appears to ne to
be accepting of rodent data about the brain
concentrations, and extrapolating those to the
human condi ti on.

This is an aninmal that happens to
netabolize the drug quite differently than
humans do. The half-life is five tinmes as
long as a human in the rodent. Yet, we have
used that at this point to really say don't
give this to children under a year of age, the
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age at which the highest nortality of
I nfl uenza occurs in pediatric patients.

And we don't have dosing data. W
don't have kinetic data yet in that age range,
but this inplies a degree of certainty to ne
that | think overextends the data you have.

DR MJRPHY: So we have another
I ssue on the table. | don't know that -- if
you want to go ahead and conment ?

DR BIRNKRANT: Ckay. W can talk
about that a little bit and that is, you know,
we have heard that concern expressed by others
as well. W heard that there is a need for
this type of drug in younger children and
based on the aninmal data, there we did proceed
cautiously up front, but now it 1is being
st udi ed.

ACTI NG CHAI R WARD: | know.

DR Bl RNKRANT: Ckay. So we have
cone full circle.

ACTI NG CHAI R WARD:  Ckay.

DR, Bl RNKRANT: W exercise, you

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

117

12

13

14

15

14

17

18

19

20

2]

22

267

know, a cautionary approach.

ACTI NG CHAI R WARD:  Yes.

DR Bl RNKRANT: And how it is
bei ng studi ed.

ACTING CHAIR WARD: Qut cone data
can be obtained in rodents. There is a whole
battery of behavioral tests, so these aninals,
a set of animals that had kind of exposure,
could have been sacrificed, the Dbrain
concentrations nmeasur ed and their
devel opnental behavior could have been tested
|ater, as odd as it may sound, and you can
detect ADHD in rats. Al right. W're at --

DR MJURPHY: W're in a quandary.

ACTING CHAIR WARD: Terribly | ate.

DR MURPHY: Yes.

ACTI NG CHAI R WARD:  Yes.

DR MJRPHY: Because we have to
train you guys during lunch and you are going
to go upstairs, not take any delay in doing
so, eat your lunch and we're going to talk to
you at the sane tine.
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ACTI NG CHAIR WARD: The public --

DR MURPHY: And then you have to
be back here in time for the 1:30 public.

ACTI NG CHAIR WARD: Ri ght.

DR MJRPHY: Wiich we are not
going to be able to do at 1:30 even though I
told you by law we have to. Yes, what we
could do --

ACTI NG CHAI R WARD: Ckay.

DR MJRPHY: -- because we're
going to have to nove the public hearing.

ACTI NG CHAIR WARD: Ri ght.

DR MJRPHY: Wiich | know we're
not supposed to, because it's in the Federal
Regi ster, but | don't know anything else to do
at this point, is to nove it for at |east a
half hour to 2:00 and we can ask if anybody
who is here now who had wanted to speak at
1:30, if you would, please, raise your hand
and we woul d have you speak at the nonent.

| hear only growling stomachs, so
okay. The public session will be at 2:00. W
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ask the Commttee, please, what room are they
to go to?
DR JOHANNESSEN: "1l  have to
| ead t hem
DR MJRPHY: Pl ease, follow Jan
Johannessen on the crunbs on the sidewal k and
he wll get you there, and we will all be back
here at 2:00.
(Wher eupon, t he
nmeeting was recessed at 1: 07 p.m to reconvene

at 2:03 p.m this sane day.)
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AFT-ERNOONSESSI-ON
2:03 p.m

ACTING CHAIR WARD: On target. Is
there anyone in the roomwho wants to speak at
the Public Hearing? |If so, could you raise
your hand or let us know? Al right. 1'mnot
seei ng anyone indicating you want to speak, so
we will nove ahead. Let's see. Masucci?

DR MASUCCI : Masucci .

ACTING CHAIR WARD: Masucci ?
Ckay. Iris Masucci is going to talk about
updates on current FDA labeling initiatives.

DR PENA: And Dr. Masucci
recei ved her PharnD degree fromthe University
of Mar yl and and S a board-certified
phar macot her apy speci al i st.

DR MASUCCI : Ckay. Pl ease, et
me know if you have trouble hearing ne. I
don't have the strongest voice in the room |
am happy to be here speaking to you today,
give you a little break from all your drug-
specific talk and talk to you a little bit
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about |abeling issues that are going on
specifically wthin CDER

This Advisory Commttee probably
deals nore with labeling than a |ot of other
commttees, so it's really a great opportunity
to inform you of what is going on. So I'm
actually going to cover two topics today, the
first being an overview of our new |abeling
requirenments from the new regulations, and
then a discussion on sone initiatives on how
best to incorporate pediatric information into
our | abels.

So, initially, we had our old
| abel ing regul ations that dated back to 1979,
but these have recently been updated. Qops,
sorry about that. This is very, very
sensitive. Ckay.

So, as | said, our old Ilabeling
regul ations go back to 1979, but as we all
know since then nedical know edge has evol ved,
our know edge of drugs has really evol ved, but
our approach to labeling didn't evolve and we
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recogni ze that, that our labels are not the
best tool for <clinicians, for anybody out
there, and we really thought this was going to
be a great opportunity to nake our |abels
better, nore informative and nore hel pful to
cl i nicians.

| keep going the wong way. So
what has cone to be known as the Physician
Labeling Rule was published in January of this
year with an inplenmentation date of June 30'"

This is the package insert as we
have all conme to know it over the years in
this order starting with the description and,
you know, right off the bat when you open a
| abel, you get the chemcal structure, which
Is probably not terribly helpful to nost of
you or anyone naking a prescribing decision.
So that is just an exanple of how we thought
it was really tine and |abels were ripe for a
change.

So under the new regulations, our
| abel s are conpletely overhauled format-w se
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and there is a ot of content changes as well.

Qur | abels are now divided into three parts.
We have our Hi ghlights, our Contents and our
Ful | Prescribing Information or FPI.

Probably the biggest change is the
creation of a Hghlights section, which is
essentially a very high |evel short and sweet
summary of the essential information that
prescri bers need when decidi ng whether or not
to prescribe a drug.

The H ghlights is in a very easily
accessible format, bul | ets, t abl es, very
succi nct . It's not neant to be |engthy pros
and it's really based on feedback from focus
groups and prescribers on what they wanted to
see and what they found would be nost usefu
i n | abel i ng.

Qur Contents is really just that.

It's a table of contents, nothing we have
ever had in |abeling before. Peopl e who are
unfamliar or didn't go to |abeling very often
wth the older format really had to struggle
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to find the information they needed, so a
table of contents is certainly going to be
hel pful with the new format and when [ abels
are available electronically, you can see how
hyperlinks coul d becone even nore useful.

Sone new additions to |abels that
has never appeared before is a section in the
H ghlights called "Recent Mjor Changes," and
this wll enable the reader of the label to
| ook up a | abel and say there is sonething new
in here which we have never been able to do
bef or e. W always had a date at the end of
the |abel, but you never knew what was new,
what was ol d.

And now there is a specific place
in the |abel where that information can be
Identified, and it captures specifically new
information in five sections of the | abel, the
Boxed Warning, the Indications section, Dosage
and Adm ni stration, Contrai ndi cations and
War ni ngs and Precauti ons.

So if anything has changed w thin
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the past year in the label, this wll be
listed under "Recent Major Changes," and the
corresponding text in the Full Prescribing
Information will have a vertical margin mark
on the left margin, sonething we're all kind
of famliar with fromusing word processing.

Warnings and Precautions are no

| onger two separate sections. Nobody ever
really knew where the line was between a
warning and a precaution. It was just kind of

a gray area, so0o we solved that problem
cleverly by calling the new section Wrnings
and Precautions.

The Precautions section used to be
kind of a catchall for any kind of safety
I nformati on we could always kind of [unp under
the Precautions section, but now part of that
has been divided up into their own required
subsections. Drug Interactions is nowits own
section, Use in Specific Popul ations and there
Is a new enphasis on Patient Counseling
| nf or mati on. That was never a required
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section before, but nowit is.

A lot of us didn't know that, but
under the old labeling regulations, clinical
studies was an optional section. Most | abel s
have that, but certainly if you |ook at ol der
| abel s you will see there are sone | abels out
there that don't even have clinical studies
information in it, and that is now a required
section, as is Nonclinical Toxicology where
any preclinical data would go.

There is also a new Dosage Forns
and Strengths section that appears in the
H ghlights and in the FPI, and that 1is
intended to be a really easy quick reference
for someone witing a prescription. They want
to know what size tablets the drug cones in,
very short and sweet.

Sone other new additions. Now,
the initial US. approval date is going to be
in the I|abel. You will know when the drug
first hit the market, sonething that has never
been in a |abel before. Phar macol ogi ¢ cl ass
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will be including into the Indications section
and H ghlights. There is nore promnence
given to adverse reaction reporting. The FDA
MedWat ch contact information is going to be in
| abels in Hghlights, as is the conpany's
contact information for that.

And, as | said, there 1is an
addi ti onal enphasis on patient counseling, so
any approved patient labeling, a patient
package insert, a med guide, any instructions
for use, that is going to be now appended at
the end of the |abel.

So starting with the Hghlights
section, this is the breakdown of what type of
Information goes into Hghlights, but it's
actually going to be nore hel pful to you if |
show you an exanple. This probably doesn't
translate that well on the screen but,
hopeful Iy, you mght have it in front of you.

Thi s IS what t he H ghlights
section under the new labeling rule |ooks
i ke. It's a half page. You wll see
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everything is very succinct, bulleted. Thi s
drug has a boxed warning. You will see right
above boxed warning, that is where you wl
find your initial approval date.

Every entry in Hghlights is
followed by a nunber in parentheses and that
S your cross-reference to t he full
information in the FPI. And at your leisure
you can take a |look through this and see how
It's going to help you.

Next after Hghlights are the
Contents, the Table of Contents section, and

these are the standardized nunbering for the

sections of the label. These are going to be
consistent in every |abel. Description wll
al ways be 11. Adverse reactions wll always
be 6.

So it's establishing for the first
time sonme consistent format and structure to
our labels, and here is an exanple of a
Contents section for a fictitious drug. You
woul d see the Hghlights as a half page and
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then the Contents would be a half page, and
then the full prescribing information would
start on the next page. And you will see here
each subheading had its own nunerical
identifier and, as | sai d, these are
st andar di zed.

The Physician Labeling Rule, the
| npl ementation date, as | said earlier, is
June 30'" of this year. So any new NDA or new
biologic or efficacy supplenment submtted
after June 30'", the label is going to have to
be in the new fornmat. So everything we're

currently receiving at the Agency is in the

new for mat .

There is kind  of a tiered
hierarchy time line for getting everything
else into the new fornat. | f sonething was

already in-house at FDA on the date of
I npl enentation or had been approved in the one
year prior to that, the conpany is going to
have three years to update their |abel to the
new for mat .
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And going all the way down to the
bottom anything approved prior to 2001 is not
technically required to change to the new
format, but we are encouraging it and we're
al ready seeing sone people, sone conpanies,
sayi ng, you know, this is sonething we want to
do. W want to do it nmaybe even earlier than
we have to.

So, as you can see, you're going
to see labels in both the old format and new
format probably for the remainder of our
lifetinmes at least. You probably won't see a
lot of these hitting the market and hitting
the pharnmacy shelves until sonetinme next
spring, given that the inplenentation date was
June 30'" this year and then you have 6 or 10
nonths to get these drugs approved. It's
going to be awhile before you see a lot of
t hem out there.

If you just can't get enough of
this, you can go to our FDA web page on
Physi ci an Labeling Rule. There is a lot of

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., N.W.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

117

12

13

14

15

14

17

18

19

20

2]

22

281

information there. The actual rule itself is
t here. You know, if you print it out, it's
about this thick. | amone of the few people
that has actually read it, but we encourage
you to thunb through it. There are gui dances
that go along wth |abeling sections, which
are very helpful, these fictitious exanples
that | presented as well as tenplates and sone
FAGS.

So that is a very brief overview
of the Physician Labeling Rule. And now, the
other topic that I'"'mgoing to tal k about today
Is how best we <can incorporate pediatric
information in l|abeling, sonmething that this
Commttee is confronted with every tine you
convene.

G ven that we have a new focus in
CDER on | abeling and kind of a rededication to
| abeling efforts, this is really a great tine
to nmake our |abels better and try to get nore
consi stency across review divisions and kind
of evaluate and reevaluate our current
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| abel i ng practices on a variety of issues, one
of whi ch IS I ncor porating pediatric
I nf or mat i on.

And we conpletely recognize that
we have been rather inconsistent in this and
this is our chance to review this. You can
pick up a label now, read the pertinent
pediatric sections and still come away and not
know if it's approved in kids or you can pick
up a |label that has no efficacy data in kids,
no studies, but there is a dose given in
dosage and adm ni strati on.

So it's very inconsistent and kind
of perplexing for the reader and, admttedly,
perpl exing often for FDA reviewers on how to
do this. So what |'m going to propose here
today is, again, a new standardized approach
to how we want to do this

And really what people want to
know when they pick up a label is are there
any studies in kids and has safety and
efficacy been established, two very basic
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guestions that are not always attainable from
readi ng a | abel .

So when we're |ooking at adding
pediatric information, really the bottom |ine
questi on. Are the new data sufficient to
warrant a pediatric indication? Basi cal |l y,
you know, is the risk-benefit ratio positive?

So based on your answer to this question,
this is going to help guide where in the | abel
this informati on shoul d reside.

If the answer is yes, if this is
good, strong data, the information would go in
the | abel just as any other indication or any
other adult indication. You would have
sonething in Indications and Usage. You would
have the pediatric dose in Dosage and
Adm ni strati on. You would have adverse
reaction tables from any pediatric studies.
You would have sonme statenents wunder the
Pediatric Use section. You would have
ki netics findings and the actual studies would
be in the dinical Studies section.
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However, if the answer is no and
we are not granting a pediatric indication,
but we're incorporating information into the
| abel because we feel it's inportant, instead
of spreading the information throughout the
| abel, we're proposing that all of this
information for a non-approved indication be

rel egated to the Pediatric Use section.

And I nmean al | I nformati on,
ki netics i nformation I n ki ds, safety
I nformati on, dose finding studies. What ever

clinical studies you nmay have would all appear
in the Pediatric Use section. And the aim of
this is really to avoid the inplication of
approval again with the exanple | gave before.

| f a dose appears under Dosage and
Adm nistration, one would probably conclude
that that is an approved dose. But if
everything is kept to the Pediatric Use
section, it can be nore tightly controlled and
when it's in one place, what we can do, what |
say here is adding sone contextual |anguage to
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explain this, to explain what the data are
that we have and what we have and what we
don't have.

And, actually, this 1is Kkind of
Interesting and what | have found from tal ki ng
to FDA reviewers is when we add this so-called
unapproved information to a l|label, what we're
essentially doi ng IS addi ng of f - I abe
information to a label, which is sonething
that kind of goes against the grain of what
we're all taught to do at FDA

So a | ot of peopl e have
under standably struggled with the best way how
to do this and the labeling regulations, both
the old and the new, are not very prescriptive
intelling us howto do it. So there has been
a lot of leeway and a lot of different
I nterpretations on the best way to do that.

So we have this yes/no answer, is
It going to be approved or not approved, but
we can further break that down to kind of the
next level again to help us, to help guide us
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I n these deci sions.

And | want to acknow edge Debbie
Avant from FDA. She kind of hel ped us work on
whittling these types of data down to these
four categories and helped us cone up wth
some of these exanpl es. And |'m going to go
through an exanple of each of these types
primarily wusing the drugs that you have
reviewed today that you can be famliar with

So our first category of pediatric
data is when there is substantial evidence in
both adults and kids for the sane use,
essentially, the first part being based on
adequate and well-controlled trials in both
adults and kids. The indication is the sane.

The exanple here are the statins that you
tal ked about t oday for t he famliar
hyper chol est erol em a.

Anot her subcategory of this s
when there are adequate and well-controlled
studies in adults and other supportive
information in kids like the ritonavir review
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that you tal ked about today. So this is an
exanple of, yes, this is approved. Everything
woul d go in the usual place in the |abel.

A second category is not terribly
different, but this is when the evidence is in
children only because either the condition is
unique to children, there is no correspondi ng
adult indication, or maybe the drug was
studied only in children. The exanpl e today
I's meloxicam for juvenile arthritis that has
the adult osteo and rheumatoid arthritis
I ndi cations or oncologic agents for chil dhood
| eukemas or for conditions specific to
newborns |ike surfactants and things |Iike
t hat .

Again, this wll be an approved
i ndication, so clinical studies would go in
Cinical Studies. Doses would go in Dosage
and Adm ni stration. But what needs to be
t hought about here is the wording of the
i ndication needs to be very explicit as to
what indications are approved for what age
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gr oups.

Now, Category 3 is for drugs that
are studied in children, but the evidence is
not substantial. So this falls into the no
category, that we have data, we have sone
studies, but for whatever reason we're not
going to be granting the approval for this
And these really fall into three subcategories
t hensel ves.

Ei t her efficacy S not
established, so don't use it, and exanples
from today are linezolid for the ONS
I nfections or gentitabine that didn't show any
clinical benefit from either of those. The
second category is safety is not established,
so don't use, and this again would be benzyl
al cohol -contai ni ng products as a good exanple
t here.

And the last subcategory here is
we do have data, but the data is inconclusive
to warrant an approval and the exanples here
are cital opram for depressi on and
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rosi glitazone. So what we're saying wth
those is we have sone data, but there is
limtations and there's problens with the data
with the strength of the studies, so this
information is going in the label, but we
can't strongly say don't use it or use it.

So what we're doing here, this is
the no category. Al of these types of
information, this would all go in pediatric
use. The studies for cital opram and
rosiglitazone, sone people's first instinct
may have been to put those in dinical
Studies, but they don't represent substantial
evi dence, adequate well-controlled trials and
a corresponding indication, so they should go

in Pediatric Use.

Now, wth this I'm not saying
everything has to be in Pediatric Use. For
exanple, benzyl alcohol issues and simlar

safety t hi ngs woul d often war r ant a
Contraindication or Wrnings and Precautions
saying do not wuse in neonates because the
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benzyl al cohol conponent. See, Pediatric Use.
And then the nore detailed information would
be in the Pediatric Use section.

Qur |ast category here sounds kind
of strange, but it does exist, substantial
evidence not available in any population.
You' re thinking, well, why would we put that
in the label? This is really a conbination of
Category 2 and Category 3 together, Category 2
being a condition unique to children, but
Category 3, the evidence is not sufficient to
warrant an approval .

These don't cone up very often,
but an exanple here is tanoxifen for MCune-
Al bright. Tanoxi fen has the breast cancer
indication in adults, but is used for girls
with McCune-A bright and if we were doing this
| abel today, we would say that all of this
information should go in the Pediatric Use
with careful wording and not be scattered
through dinical Studies and Dosage and
Adm ni strati on.
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So ny last three slides, | know I
tal ked pretty fast, are sone issues we would
wel cone feedback from the Commttee, fromthe
audi ence, sone of which | have brought up
today, the first being does the Commttee
think it wll be helpful to have pediatric
I nformation for approved indications placed in
the usual places in the label, and information
related to an unapproved use in the Pediatric
Use section?

This is kind of the new paradigm
that we're proposing here and we would
certainly wel cone your feedback on that. ' m
just going to throw all three out there and
t hen we can have sone di scussion tine.

Secondly, does the Conmttee think
that the |I|anguage explaining the lack of
evidence to support approval in the Pediatric
Use section will be useful? So for drugs that
aren't approved when everything is put in
Pediatric Use, there alnost is going to have
to be sone contextual |anguage, sone not
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real |y disclainer |anguage, but sone |anguage
added there about limtations of the data.

You know, we have these safety
findi ngs, but efficacy has not been
established or all we have is pharnmacokinetics
findi ngs. Safety and efficacy has not been
est abl i shed. So the reader really gets the
full picture and is not msled by the
i nclusion of the pediatric data.

And, lastly, this is one that |
actually didn't talk about, but we certainly
want your feedback on this. Does the
Commttee think the Indications and Uses
section should explicitly state the approved
pati ent popul ation?

And what | nean here is if a drug
Is approved for asthma in adults and Kkids,
should it say this drug is approved for
patients with asthma aged 5 and older or
should it say approved for adults and children
with asthma or should it just say approved for
asthma, and then you can infer that it's
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adul ts and ki ds.
And there has been a Ilot of
I nconsi stencies wth the way review divisions
approach this. Sone always put a m ni num age.
Sonme don't. And then kind of on the flip
side, when a drug is initially approved, nost
commonly only in adults, if a new drug is
approved for asthma wth adult clinical
studies, should that initial first indication
say this drug is approved for adults wth
ast hma?
| wll tell you nobst drugs |ust
say this is approved for asthma. No one ever
thinks about it wuntil a pediatric use gets

added about really being as specific as we can

about that. So those are the issues and the
guestions. | wll certainly wel cone questions
on the new |abeling issues. W can do that

first if anyone needs nore clarification on
t hat . W can discuss these feedback
guesti ons.

ACTI NG CHAI R WARD: Iris, | think
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those are great questions and thank you for
the presentation. Larry?

DR SASI CH: One thing that
al ways thought that has been confusing to
clinicians is substantial evi dence, and
subst anti al evidence from well-controlled
trials, | think is the exact |anguage fromthe
statute. And you have go on and read the
exact |anguage of the statute where it says
that this information or this evidence is
deened by experts, which is you guys, which is
FDA- appr oval .

So why don't you just say FDA-
approved or not appr oved? Subst anti al
evi dence has a regulatory and a | egal neaning.

It has a neaning that we use in everyday
English, just as safe and effective does.
Safe and effective has a regulatory neaning
but we use it in a totally different way when
we're tal king anongst each other. So | don't
know what to do with it.

| know what you're saying when
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you' re saying substantial evidence, because of
the statute, but | think substantial evidence
Is an unclear phrase. | think it's FDA-
approved or it's not FDA-approved.

DR MASUCC : Right, and | think
probably people in this room who are educated
about this understand those nuances and woul d
be interested in whether sonething is approved
or not approved or has substantial evidence or
doesn't. This nuance about where the
I nformation goes in the label is probably of
less interest to nost clinicians out there,
certainly, and, you know, they don't know the
term substantial evidence.

If we used safety and efficacy not
established in |abels, that is sonething that
people can kind of wap their hands around
nore, but the goal of trying to figure out the
best way to present and the best places for
this information wouldn't be as useful if we
didn't add nore explanatory | anguage. And |
certainly understand where you're comng from
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with that, but | think it's just sonething
that we have all cone to live with and we, you
know, it rolls off our tongues.

DR SASI CH: Yes, | know, and it

rolls off of mne, too, and | understand that.

COURT REPORTER M cr ophone,
pl ease.

DR SASI CH: Oh, it rolls off of
ny tongue often, too, and | wunderstand that

people don't wunderstand, you know, may not
know what |'m actually neaning. It's not
clear in the way that we normally use these

words |ike safety and efficacy and substanti al

evi dence.

ACTI NG CHAI R WARD:  Bob?

DR DAUM | would |like to coment
on your | ast questi on, and I t hi nk
pediatricians feel |ike they are an under-

served population wth respect to these kinds
of drug information sheets, and so that |
would weigh in, | guess, to say that | would
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always say it's approved for asthma in adults
and chil dren.

| would say it and | would always
say what the lower |imt of age is. And so |
think that those two pieces of information
will be welconmed as very refreshing by the
pediatric comunity.

ACTI NG CHAI R WARD: Could I just
add to that? | think that as we tal k about
it's indicated for a particular disorder in a
particular age range, the dosages in the
dosing section need to report for that age
range as wel | .

And | wi || change hats real
quickly to that of the neonatol ogist and we're
currently reviewing |abeling status for drugs
used in the newborn ICU and it 1is very
difficult for many of the older drugs to
determ ne whether they were actually | abel ed.

It says less than 5 years. Well, is that a
26 week preem e or not?
So when you get to the neonatal
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section, they do represent a uni que popul ation
within pediatrics and | would really like to
see as much explicit data that helps us wth
t he devel opnent al changes In bot h

responsi veness to the drug and kinetics. Ton?

DR NEWVAN: Yes. |l just --
really great presentation. Wuld it be
hel pful -- and | have sort of coments on all.

Should we |ike go through the questions one
at a tinme or should --

ACTI NG CHAI R WARD:  Yes.

DR NEWVAN Because nmaybe vyou
want to --

DR MASUCCI: You want to stick to
this one?

DR NEWVAN: Vel |, maybe you want
to back up and we'll do the first question
first and then -- and |'mjust --

ACTING CHAIR WARD:  All right.

DR MASUCC : You can answer all
three for us.

ACTI NG CHAI R WARD:  Yes.
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DR NEWVAN: No, | don't know if
you want to do it that way. Do you want to
ask?

ACTI NG CHAI R WARD: No, | think
that is excellent unless there are any other
general comments. So Question No. 1, does the
Commttee think it wll be helpful to have
pediatric information for approved indications
placed in the label in the usual places and
information related to unapproved uses in the
Pedi atric Use section?

This is a remarkable change in
phi | osophy, | think, you know?

DR MASUCC! : And this IS
sonet hing that --

ACTI NG CHAI R WARD: Wth USP just
down the street.

DR NMASUCC : This is sonething
that Lisa and | have tal ked about for years
and we have never really had an opportunity to
kind of push it forward, but wth everybody
| ooking at labels now, we really want to see
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If this is sonething worthwhile

ACTING CHAIR WARD: Rich? General
pedi atri ci an.

DR GORNVAN: | think know ng both
the positives and the negatives in detail is
going to be very helpful and if there are sone
uses where it's clearly unapproved, then those
should be listed as well. [If there are issues
where the data is inconclusive, then you have
to westle wth all those other issues.

But | think approval information
Is very valuable and if the drug has been
studied and found warranting, as opposed to
found ineffective or inconclusive, | think
t hat IS I nformation that will pr event
pediatricians from continuing to perform
uncontrolled clinical trials with an n of 1 in
their office.

ACTI NG CHAI R WARD: Anen. To be
able to say that it was tested and found not
to work, vyou know, provides better health
care.
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