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1 PROCEEDI NGS
2 (8:02 a.m)
3 VELCOVE AND | NTRODUCTORY REMARKS
4 CHAI RVAN ROSENTHAL: Good norni ng, everyone.

5 W are a couple mnutes over. | understand that there's
6 been an accident on one of the nmain arteries on the way
7 here, so sone of the nenbers of the conmttee |'m sure
8 are del ayed because of that. But we should go ahead and
9 get started.
10 The first part of our neeting this norning, we
11 have a guest speaker, Dr. Stephen Spielberg. Dr. Mirphy
12 is going to be introducing Dr. Spielberg. But before we
13 get started with that, let's go around the tabl e and
14 i ntroduce ourselves, and then a few formalities and then
15 we'll get going.
16 So, Dr. Wiite, you' re positioned strategically

17 at the end of the table, so you can get these rounds

18 goi ng.

19 DR WHI TE: M chael Wite. |'mfrom Cchsner -
20 -

21 CHAl RVAN ROSENTHAL: | didn't hear you, so

22 make sure that your red light is on when you're speaking
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1 at the m crophone.

2 DR WHTE: |Is that better? That's better.
3 |'m M chael Wite. I'"'mfrom New Ol eans, the
4 Cchsner Health System |'ma pediatric cardiologist and

5 director of our ethics education program

6 DR. RAKOABKY: Good norning. M nane is Al ex
7 Rakowsky. |'mfrom Nati onwi de Children's Hospital in
8 Col unbus, Chio. I'mthe IRB chair there. Mchael and I

9 think that the bow ties were put on the end of the table

10 here on purpose.

11 (Laughter.)
12 DR. FELNER. Eric Felner. |'m associate
13 prof essor of pediatrics at Enmory University. |I'min the

14 di vi sion of pediatric endocrinol ogy.

15 DR WALKER: Leslie Wl ker, professor of
16 pediatrics at the University of Washi ngton and chief of
17 t he division of adol escent nedicine.

18 DR HI LLARD: Paula Hillard, professor of

19 obstetrics and gynecology at Stanford University Schoo
20 of Medicine, where | practice pediatric and adol escent
21 gynecol ogy.

22 DR.  FRANCO | srael Franco, pediatric
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1 urol ogi st at New York Medical Coll ege, professor of

2 urology, and at Maria Fareri Children's Hospital in
3 \Westchester.
4 DR. BHATI A: Jatinder Bhatia, professor of

5 pediatrics at the CGeorgia Health Sciences University in
6  Augusta, Ceorgia.
7 DR. BAKER |'m Susan Baker, professor of
8 pediatrics at the University of Buffalo and section head
9 for the G and nutrition division
10 DR WARD: |'m Bob Ward fromthe University of
11 Ut ah, a pediatric clini cal phar macol ogi st and
12 neonat ol ogi st .
13 DR. KAPLAN:  Shel don Kapl an. \I'n1a pr of essor
14 of pediatrics at Baylor College of Medicine, and
15 i nfectious di seases.
16 DR CASTI LE: I'm Bob Castile. I"'m a
17 pediatric pul nonol ogist from Nationwide Children's
18 Hospi tal in Col umbus, OChio.
19 DR. TOMBIN. |I'm Kenneth Towbin. |I'ma
20 psychiatrist in the intramural programat the Nationa
21 Institute of Mental Health.

22 CHAI RVAN  ROSENTHAL: My name is Geof
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1 Rosent hal . I'm a professor of pediatrics at the
2 Uni versity of Maryland School of Medicine, and |I'ma
3 pedi atric cardi ol ogi st.
4 DR ELLENBERG M nane is Valt ElIlenberg.
5 I"mthe Designated Federal O ficial for the neeting and
6 I"'min the Ofice of Pediatric Therapeutics at the FDA
7 DR WAGENER: |'m Jeff Wagener. |'m professor

8 of pediatrics at the University of Colorado, pediatric
9 pul nonol ogi st, and |I'm put next to Walt because he has
10 to control ne.
11 DR MOTIL: M nanme is Kathleen Mtil --
12 sorry. M nane is Kathleen Motil. 1'ma pediatric
13 gastroenterol ogi st at Bayl or Col | ege of h@dicine.
14 DR SANTANA: Good norni ng. ["m Victor
15 Santana. |'ma pediatric hematol ogi st and oncol ogi st at
16 St. Jude Children's Research Hospital in Menphis,

17 Tennessee.

18 DR GOLDSTEIN: Good norning. M nanme is
19 Brahm Gol dstein. |'msenior nedical director at |karia,
20 I ncorporated, and a professor of pediatrics at the

21 Uni versity of Medicine and Dentistry of New Jersey, and

22 I"ma pediatric critical care physician.
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1
2 DR. HAUSMAN. Et han Hausman, FDA Ofice of
3 Surveill ance and Epi dem ology. |'ma pathologist and a
4 pedi atrici an.
5 DR COPE: Judy Cope. | lead the safety team

6 for the Ofice of Pediatric Therapeutics. M background
7 i s adol escent nedicine, pediatrics, and epi dem ol ogy.

8 DR. MURPHY: Dianne Murphy. |'mthe Director
9 for the Ofice of Pediatric Therapeutics at the FDA. My

10 background is pediatric infectious di seases.

11 DR LISA MATH S: Timng is everything.
12 (Laughter.)
13 Hi . I'm Lisa Mathis. I'm a general

14 pediatrician and |'min charge of the pediatric and

15 maternal health staff within the Ofice of New Drugs in

16 CEDR

17 CHAl RVAN ROSENTHAL: Dr. Wefling, will you

18 i ntroduce yoursel f?

19 DR WEFLING M nane is Bridgette Wefling
20 and |"'ma pediatrician. |'malso the CEO of the Anthony

21 Jordan Health Center, a federally qualified health

22 center in New York.
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CHAl RVAN ROSENTHAL:  Thank you.

Now, one thing that we'd i ke to do a better
job with today than we have during a few of the other
nore recent neetings, is we'd |ike for everyone who
addresses the committee, everybody, first please speak
into mcrophones; and also introduce yourself if it's
not apparent because we've just gone around the table
and i ntroduced ourselves. So people who are stepping up
to mcrophones today, please introduce yourself so that
we all can | ook back into the transcripts and understand
who made which statenments. So thank you very nuch about
t hat .

The other thing I1'd like to juét say as a
matter of course: first, if you can please silence your
cel | phones, that's al ways hel pful.

One of the principles that we live by on this
commttee is that we really feel like all sides of
di scussions, all points, need to be nade into the record
so that they can be considered fully. So with that in
mnd, 1'd |ike to ask everyone to please not speak about
the matters before us today in our neeting during any of

the breaks or during |unch. So please save any
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1 conments, any discussion, for tine into the m crophone

2 around the table. Thank you.

3 Dr. Murphy, would you like to introduce Dr.
4 Spi el berg.

5 DR. MURPHY: |'d be delighted to do that.

6 W're actually excited to be able to welconme Dr.

7 Spi el berg to open the neeting today. For those of you

8 who do not know Dr. Spielberg, he recently cane to the

9 FDA from Children's Mercy in Kansas City, where he was
10 head of personalized nedicine. Previously he was al so
11 the dean at Dartnouth. He was also, let's say, the guru
12 for pediatrics at JNJ.
13 He's had a remarkabl e career ih pediatric
14 clinical pharmacol ogy. But | know Dr. Spielberg as one
15 of the founding fathers -- and |I'mone of the ol der
16 not hers here -- who actually helped wite ICAG 11 in the
17 days when there weren't many peopl e who thought that we
18 actually needed data to treat <children, for the
19 nmedi ci nes that we gave them
20 So he knows the issues and the concerns and
21 t he struggles that we have been through over the | ast

22 two decades in trying to get nore real science behind
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1 how we treat chil dren.

2

3 Dr. Spielberg, we |look very much forward to
4 your opening the neeting for us today. Thank you.

5 OPENI NG ADDRESS

6 DR. SPIELBERG Thank you, D anne.

7 First and forenost, | want to thank all the
8 menbers of the commttee for your service. | know how

9 much time it takes getting to outer Gaithersburg and
10 doing all the homework necessary to participate in these
11 conmittees, having served on such comm ttees way back
12 into the last millennium | suppose, way back when,
13 1978, | suppose, | started on the Anericén Acadeny of
14 Pediatrics Commttee on Drugs, which at that tinme was

15 the Subcommittee for Pediatrics to the FDA. So it does

16 i ndeed go back a | ong ways.
17 As the resident, as D anne said, senior -- not
18 ol d; senior -- person around and being really delighted

19 to be able to be here at FDA serving as Deputy
20 Commi ssi oner, but al so having the opportunity to advance
21 t he needs of children for inproved therapeutics, it's

22 i ndeed an honor for ne to be able to be here.
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1 What | thought | would do, since | do have al
2 you here for a few mnutes, is to provide sone
3 perspective on the whole issue of pediatric safety, sone
4 new chal | enges that we face, and nore inportantly I

5 t hi nk new opportunities that we have to advance the safe

6 and effective use of nedicines in children.

7 This is a remarkable tinme in history. The
8 science is changing faster, | think, than any of us can
9 keep up with or, for that matter, | would argue the

10 soci ol ogy of nedicine can keep up with. Things are

11 changing on two sides with respect to drug safety and
12 they' re both influencing how we | earn about safety

13 signals and how we study those safety siénals, t he

14 ascertainment, clinical informatics technol ogy on the
15 one hand and a veritable explosion in biology, which is
16 changi ng the way in which we | ook at those nol ecul es

17 that we call nedicines.

18 Let me start off with the ascertai nnent side.
19 How do we find out about safety signals? It's pretty
20 obvious to all of you, we start off with our clinical
21 trials. Just a couple points about clinical trials. W

22 now are blessed, | think, with having el ectronic ways of
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1 recording information about our patients. Electronic

2 heal th records are now becone ubiquitous, and we'll talk
3 about how good or bad they are.
4 But one of the things that we still struggle

5 with in pediatrics and for that matter in adult clinica
6 trials is the EHRs do not automatically convert into
7 case report forns that we use in our clinical trials.
8 Even wel | - organi zed groups such as Children's Oncol ogy
9 G oup end up transcribing fromelectronic records into
10 case report forns and then into the summary tables for
11 clinical trials.
12 | would posit that this is wasteful,
13 expensive, and by definition error-proné. But, having
14 said that, it's an opportunity to come up with ways that
15 in fact we can transcribe information directly from what
16 happens to our patients into case report forns,
17 capturing richness better.
18 The other thing that's happening -- and
19 think this is a good trend and an exciting trend --
20 based on increasing understanding of nol ecul ar targets
21 of our drugs and increasing trials ained, if you will,

22 at individualized therapeutics, is that our clinical
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1 trials can and will beconme smaller. And because of
2 that, we are going to be able to denonstrate efficacy in
3 smal l er nunbers of patients for registrations of
4 compounds.
5 But that obviously has inplications for
6 understandi ng population and individual issues wth

7 respect to safety, because our clinical trials are going

8 to be smaller.

9 Once conpounds are on the nmarket, we have our
10 Adverse Event Reporting Safety, the AERS, soon to be

11 converted into FAERS, within FDA. One of the governnent

12 agencies -- and I'mstill not fluent in terms of the
13 | etter salad agencies, so | don't know which one it was
14 -- estimated that it takes 40 to 45 mnutes to fill out

15 an AERS or a 5300 AERS report form

16 O course, all of you have so nuch tine that

17 it's no issue, right? Well, it's a huge issue. O the
18 nearly 800,000 and growing reports that come in in the

19 AERS system the richness of information often is

20 lacking in a lot of those reports, because they are
21 difficult to fill out and because of the tinme that it
22 t akes.
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1 Shouldn't as well our electronic health

N

records be able to autopopulate that fromthe pharnmacy

records in ternms of what's di spensed, to the clinical

W

records in terns of what actually happens to our
5 patients in real tine? That | amtold by any 13-year-
6 old who's good at programming is a trivial undertaking.
7 The question is do we have the will as a
8 health care system as doctors advocating for our
9 patients, to assure that that indeed happens, so that we
10 do have the richness, so that we do have clinically
11 meani ngful information that then can be aggregated and
12 assessed in real tine?
13 In addition, we need sone nnré pedi atri c-
14 specific term nol ogy. Often, again because sick
15 children, fortunately, are a mnority of sick patients -
16 - nost of our kids are healthy, thank heavens, but those
17 who are not have real challenges in terns of getting
18 their specific information recorded.
19 | remenber in ny industry days every tine
20 there was a report of chest pain it got mapped to
21 angi na, and we were stuck with case reports of angina in

22 children, whereas nost of the tine it was sports
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1 injuries, costochondritis, Tietze' s Syndrome, what have
2 you. So that we do indeed need better devel opnental
3 mar kers of what goes on with our patients, focusing on
4 the things that are the jobs of chil dhood, growth and
5 devel opnent, and interference with growt h and

6 devel opnent being critical outcomes, be it centra
7 nervous system devel opnent and | earni ng and behavi or or
8 whet her it be physical growmh and devel opnent. Oten
9 these things are not well quantified in our records and
10 not easily transcribable into adverse reaction reports.
11 W're now nmoving to an era of active
12 surveillance, of the Sentinel system rmandated by
13 Congress to be actively involved in Iooking at clinica
14 -- at clinical experience of patients, up to 100 mllion
15 patients very soon, across the United States, smaller
16 nunbers of children. W need to be sure that children
17 are well represented in the Sentinel efforts. That is
18 an ongoi ng effort now, but we again need to be sure
19 about the richness of the information that we collect so
20 that we really understand what the phenotype is of an
21 adverse event.

22 Wuld that, for exanple, we could have

Alderson Reporting Company
1-800-FOR-DEPO



FDA Pediatric Advisory Committee Meeting January 30, 2012

Gaithersburg, MD

N

W

10
11
12
13
14
15
16
17
18
19
20
21
22

16

enbedded pictures of supposed drug rashes wi thin our
reports, SO t hat t hey coul d be verified by
dermat ol ogi sts. At Children's Mercy we tried this
really hard, but the pictures remain in cameras in the
drawers of the dermatol ogi sts' offices, not enbedded in
the record, so that we can in fact use records for what
| was taught records were supposed to be about in the
1960s, patient care, research, and educati on. we' |
get there. But | think all of us have to work together
to assure that that indeed happens.

W al so have other sources. W have networks,
di sease-specific such as Children's Oncol ogy Group. W
have networks that are increasingly devéloped on the
international front specifically about different types
of adverse event outcones. W have the DI LI network,
Drug- I nduced Liver Injury, which is an international
group now. | would posit we need a little bit nore
pedi atri c hepatol ogy representati on on those groups,
agai n because what we see in our patients can indeed be
di fferent than what you see in adults.

W have the wonderfully named |Itch Network,

f ocused on severe der mat ol ogi c reactions and
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1 hypersensitivity drug reactions, again working out

2 phenotype and standardi zed approach to reporting of
3 patients wth potential drug-induced dermatol ogic
4 outcones. But again, we need a little bit nore in the

5 way of pediatrics there as well.
6 W have a nunber of networks of children's
7 hospitals around the country, in Canada and el sewhere,
8 that are beginning to focus on how do you aggregate
9 i nformati on across |arger patient popul ati ons and get
10 really good clinical information that can be interpreted

11 for the individual patient and for epidem ol ogi c studies

12 as well, things that all of us need to work on.
13 Concurrent with this has been a change in
14 under st andi ng of mechanism | started nmy career at

15 Hopki ns back in, what year was it, '77, | suppose,

16 | ooki ng at nmechani sns of adverse drug reactions and

17 trying to understand the genetic basis of predisposition
18 to adverse reactions.

19 Mechani sti c thinking about safety is all the
20 nore inportant because of the paradigns of drug
21 devel opnent  now. Targeted therapeutics, devel oping

22 drugs specifically agai nst human reconbi nant targets,
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1 has some consequences, because in the old days when you

2 devel oped a nedicine in an ani mal you saw phar macol ogy
3 in that animal, you tweaked the nedicine trying to
4 optimze it for a human indication, but you saw

5 pharmacol ogy all the way through. Here we have drugs

6 specifically targeted in vitro, high throughput

7 screening, to get nolecules that interact with specific

8 targets and dial out other targets.

9 As a pharnmacogeneticist, of course, ny first
10 question is how does that target vary in the popul ation,
11 because if 40 percent of the people have target that
12 won't interact with that nol ecul e by definition the nost

13 you' Il ever get is 60 percent efficacy or 60 percent

14 interaction wth that target.
15 But the sanme applies for off-target effects.
16 If you have lots of things that have been dial ed out and

17 you have variants in those targets, some are now goi ng
18 to be dialed in, creating side effects. One of the

19 interesting chall enges that we have in pediatrics is

20 what is the role of all these new targets in growh and
21 devel opnent, because they may well be a source of a new

22 type of safety signal that we should be ahead of the
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1 gane in | ooking for.

2 You know, oncol ogy has changed dramatically.
3 It's so unbelievably exciting right now | wish | was
4 starting a residency at this point, because the world

5 really is changing. But with that, many of these

6 targets are in fact nediators of proliferation and cel

7 grom h. How do those targets play out in a regul ated

8 sense during ontogeny?

9 You know, in teratol ogy we always think about
10 critical periods. You know, you can't get congenital
11 heart di sease after the heart is conpletely formed, even
12 if a nmedicine mght be associated with congenital heart
13 di sease. W don't think as nuch about c}itical peri ods
14 in ontogeny and growth and devel opnent, where a variety
15 of different loci are going to be turned on in a
16 regul ated way and then turned off.
17 One of the interesting and | think wonderful
18 chal | enges going forward in devel opnental biology is
19 goi ng to be understandi ng when those targets are in fact
20 turned on and turned off, because so many of the drugs
21 that are going to be com ng down the pike over the next

22 nunbers of years are in fact going to be ained at those
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1 very targets, and we really need to think about how

2 those things will play out in terms of potential safety
3 signals and be ready for them and | ooking for them
4 actively, be it creative use of pre-clinical nodels and

5 cell nodels and increasingly, as we begin to use these
6 medi cines in children, howthey may in fact lead to
7 changes in devel opnent, ontogeny in children.
8 And we're beginning to get sone interesting
9 hi nt s about personalized safety approaches, sone new
10 hints now, HOA variants in hypersensitivity reactions to
11 nmedi ci nes |i ke carbomazepi ne, sone interesting hits in
12 the folate pathway, folate pathway variants, being
13 associated with nmetabolic syndrone, w th\ t he use of
14 atypi cal antipsychotics. Mechanistically they don't
15 make sense now.
16 What's exciting to ne about that is it opens
17 up whol e new opportunities for biologic investigation
18 and t hi nki ng about conpl ex pat hways and thi nki ng about
19 clusters of targets and clusters of mnetabolic pathways
20 that lead to final phenotypic changes, very simlar
21 ki nds of things -- wonderful opportunities.

22 | would posit that if | was starting out now
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in pediatrics that one of the nbst exciting things is
I i nking bi ol ogy back to epi dem ol ogy, car ef ul
t houghtful, clinical ascertainment of phenotype, |inked
with all the exciting tools that we now have in all of
the omics, not just genomics, but really all of the
omcs, and thinking about how to bring those two
toget her; | know probably at many of your institutions,
and it's certainly going on now in multiple nmedical
centers around the country, collecting DNA and ot her
sanpl es on patients, |ooking at outconmes, and trying to
i nk those together.

| suppose as a dean, going to deans neetings -
- deans, the only people deans get to télk to are other
deans. Your faculty don't talk to you, for God's sakes.

So you got to talk to other deans, and you find out

what's going on around the country: the increasing
concern about not being careful and thoughtful enough
about ascertaining and recording phenotype, what
patients really | ook |ike.

| know Uso had a ot nore time on his hands
to sit at the bedside and to characterize patients and

characterize the natural history of illness. But if
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we're going to use all the nolecular and other tools
that we now have, the greatest danger is applying highly
specific diagnostic tools to heterogeneous clinica
popul ations. |If you expect anything out of entering
appl es, oranges, and pears into a clinical trial other
than fruit salad, I'msorry; that's what you get.

So we have an opportunity here, both in our
training prograns and in the way that we | ook at
information on both a mcro and nmacro level, of
enhanci ng characterization of our patients, thoughtful
under standi ng of the natural history of conplex illness.

And natural history is so different than when |
started. Most of the diseases that are hOM/naking their
way into adol escents and into young adul thood patients
surviving things that to me were fatal as newborns or at
nost early childhood, is characterizing what happens to
these patients, continuing to be thoughtful in
descri bi ng phenotype and natural history of illness, so
we now pick up not only those things that occur
i medi atel y when you give a nedicine, |ike anaphyl axis
to penicillin, but the |onger term consequences as well.

Having said all of that, to ne this can be the
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1 gol den age of pediatrics. | really truly believe that.
2 And | think we have an enornous opportunity because we
3 have tools that we never had before. But, as always, in
4 using those tools it comes down to the "W word,
5 "W sdom' in terns of how we use those tools.
6 Again, | want to thank all of vyou for

7 contributing your wisdomto the deliberations that we're
8 about to undergo today and in an ongoi ng way. Thank you
9 for hel ping the FDA, thank you for hel ping the public

10 health in doing this.

11 D anne, the floor is back to you.
12 DR MJRPHY: Thank you very nmuch, Dr.
13 Spi el berg. As | said, we're just delighted Dr.

14 Spi el berg has come to the FDA as our Deputy Conmm sSsioner
15 and that we have a pediatrician at that |evel that can
16 hel p pronote pediatric perspective, which |'msure, for
17 t hose of you in non-pediatric institutions understand

18 t he i nportance of that.

19 | think what he's outlined for you is where we
20 hope we're going, and I know you guys are sitting here
21 goi ng, but we don't have a lot of that right now. Many

22 of the nenbers who are experienced in dealing with our
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1 adverse event reporting know the severe limtations and

2 know that we try the best to enhance the adverse event

3 reporting with as nmuch detail as we can to provide to

4 you an assessnent that we can provide to you.

5 Now, because today we have actually nore

6 experts who are not nmenbers of the conmttee than are
7 normal |y here, because we try to often bring simlar
8 groups of medicines at one tinme and it just happened on
9 this nmeeting we had nmany disparate types of therapies,
10 so we had to bring in many nore different experts, which
11 is wonderful. W enjoy the discussion.
12 But | thought | would take a minute and just
13 go over very quickly for you just a couﬁle of ground
14 rules, if you will, about the neeting. One is that
15 we're not here to discuss the efficacy of a product.
16 The FDA will take your comments about safety and wei gh
17 it always with efficacy. But we're here today to talk
18 about the post-marketing safety assessnent.
19 Any of you who've been in this pediatric
20 product devel opnent arena for very | ong know what the
21 chal |l enges are. The challenges are that getting

22 pediatric studies done at all, is why we have
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1 legislation; it requires that to get it done. Wen it's

N

done, we then run into the issue of small popul ations,

as Dr. Spielberg was referring to. W already start out

W

with small popul ations. So therefore a pediatric trial,
5 whi ch we enpower as best as we can, is going to be very
6 l[imted inits ability to detect a safety signal.
7 Once a product is, again, designated as for
8 use in children, it's going to be used, of course,
9 broadly. That's why the post-nmarketing adverse event is
10 so, assessnent for children, is even nore inportant,
11 because we have such small trial sizes. But we are
12 then dealing with all the limtations that you' ve heard
13 about in trying to make sense out of thié.
14 So what we have provided you, the new thing we
15 have provided you, if you will, in your background
16 package is the adverse event, our safety review by our
17 Ofice of Surveillance and Epidemology, the drug
18 utilization of this product review, again from our
19 Ofice of Surveillance and Epidem ol ogy. Then we
20 sonetimes will add in any recent or new literature,
21 articles, or relevant prior adverse event reviews for

22 that product. So that's the -- | call that the new data
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1 as far as it's put together for this neeting for you.

2 What we al so refer you to, though -- and this
3 is why people get confused sonetinmes with ny initia
4 statenent -- is we refer you to the trials that were

5 submitted to the agency, and we provide you the nedica
6 officer's review W provide you the pharnmacol ogy
7 review and the statistical review The intent of doing
8 that is to provide you sone context in which to put this
9 post - mar keti ng adverse event information, because it
10 gi ves you the adverse events that were found during the
11 trials. So you often will, hopefully, have a contro
12 group or what we consider a comparative group, SO you
13 can then | ook at what we have for that, énd t he
14 statistical and pharnmacology analysis that also
15 acconpani ed those studi es.
16 So for those nenbers, participants today and
17 experts who haven't been on this conmttee, that's why
18 you get -- only it's electronically; we bring these
19 (indicating) for visual -- that's why you get so much
20 background information, is that we are trying to give
21 you as robust a structure upon which you can feed this

22 new i nformation that you obtain.
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1 Today we're also -- for those who are not

N

menbers of the commttee, the conmttee recently voted

on a new process, and we'll discuss that |ater when we

W

get there. But in that situation we don't expect you to
5 know anyt hing about it. So if you don't understand

6 anything about it, that's perfectly appropriate.

7 So | think enough for me right now. Thank you
8 all.
9 CHAl RVAN ROSENTHAL:  Thanks.

10 Before we go on, I'd like to give an

11 opportunity for the people who've joined us since the

12 introductions to introduce thenselves. So if you
13 haven't already introduced yourself, why\don't we start
14 with Dr. Reed and then work our way around this way.

15 DR REED: Good norning. | am M chael Reed.
16 I"mdirector of clinical pharnacol ogy and toxicol ogy and
17 associ ate chair of the departnent of pediatrics and

18 director of the research institute at Akron Children's
19 Hospital, and a professor of pediatrics at Northeast

20 Ohi o Medi cal University.

21 DR. WRI GHT: Good norning. Joseph Wi ght,

22 prof essor of pediatrics, enmergency nedicine and health
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1 policy at George Washington University, and |I'ma senior

2 vice president at Children's National Medical Center.
3 DR KRI SCHER: CGood norning. | am Jeff
4 Kri scher. I am professor of epidem ology and

5 bi ostatistics, nostly focused on clinical trials and
6 genot ype- phenot ype studi es, at the University of South

7 Fl ori da- Tanpa.

8 MS. EICHNER  Good norning. |'m Marilyn
9 Eichner. |I'mthe patient-fam |y representative.
10 CHAl RVAN ROSENTHAL:  Thank you very nuch
11 "' m going to apol ogi ze for going out of order

12 alittle bit, but I never introduced D anne Mirphy, so |
13 want to just take a nonent to introduce ﬁx. Mur phy,

14 because, for those of you who don't know her, she is --
15 | describe Dr. Murphy as a primary driver of many of the
16 processes and ideas that conme to this conmrittee. W're
17 very appreciative for her input.

18 But Dr. Murphy is the director of the Ofice
19 of Pediatric Therapeutics at the FDA. It's in the

20 Ofice of the Comm ssioner. She's been with the FDA

21 since 1998. She's also served as the director of the

22 Ofice of Counterterrorism and Pedi atric Dr ug
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Devel opnent, the associate director for pediatrics, and
director of the Ofice of Drug Evaluation, wth
oversight for all the divisions involved with anti-

m crobi al therapeutics.

She received her nmedical education fromthe
Medi cal College of Virginia and conpleted a pediatric
residency at the University of Virginia, as well as a
fellowship in pediatric infectious diseases at the
Uni versity of Col orado.

She has numerous articles in peer-revi ewed
journals. She's made nmany scientific and policy
contributions, many contributions in the areas of
pediatric dr ug devel opnent, residéncy t eachi ng,
| aboratory diagnosis. She's the editor of a book on
of fice | aboratory procedures.

So, sorry to do that after you spoke, Dr.

Mur phy, but I"'mglad to be able to get that in, and |
appreci ate your gui dance and wi sdom as we go forward
t hrough the neeting today.

The other thing that's com ng up out of order

is we're going to be reversing the presentations. W

wi |l be presenting Seroquel at 9:00 and then we'll
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1 follow with the presentations for Focalin and Daytrana.

2 The reason that we're doing that is just to try to give
3 peopl e whose flights were cancelled the opportunity to
4 participate in the discussions. So thank you for your

5 patience as we rearrange things a little bit.

6 DR. MJRPHY: One last thing. | forgot to tell
7 t he people who are the invited guests that may not be

8 used to the processes that you' Il see individuals comng
9 up to the table and |l eaving. Those are the individuals
10 fromthe various technical divisions whose expertise we
11 want to have at the table and various people fromthe
12 Ofice of Surveillance and Epidem ology. So that's why

13 people will be coming and going fromthis side of the

14 t abl e.
15 Thank you.
16 CHAI RVAN ROSENTHAL: Dr. Dracker, will you

17 pl ease introduce yourself to the conmttee?

18 DR. DRACKER: Thank you. [It's a pleasure
19 bei ng here.

20 CHAl RVAN ROSENTHAL:  You just need to press
21 the button for the red |ight.

22 DR. DRACKER: Got it, thank you.
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1 Thank you. It's a pleasure being here.
2 have a sore throat, which is an occupational hazard.
3 Besides that, ny flight had difficulties as well. | am
4 a pediatrician, hematol ogi st, and a bl ood banker. | am
5 from Syracuse, New York. | amin private practice as
6 well.
7 This is nmy first official nmeeting. | was here
8 last time just to observe, so | hope | can help all of
9 you.

10 Thank you.

11 CHAl RMVAN  ROSENTHAL : We appreciate your

12 partici pation

13 Al right, Walt.

14 MEETI NG COMIVENCEMENT

15 DR ELLENBERG This is the opening statenent
16 for the neeting. 1'd like to say good norning to the

17 menbers of the Pediatric Advisory Committee, the nenbers
18 of the public, and the FDA staff. Wl cone.

19 The follow ng announcenent addresses the
20 i ssues of conflict of interest with regard to today's

21 di scussion of reports by the agency, as nandated by the

22 Best Pharmaceuticals Act for Children and the Pediatric
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1 Research Equity Act.

2 Based on the submtted agenda for the neeting
3 and all financial interests reported by the commttee
4 participants, it has been determned that those
5 i ndividuals who will be participating in each topic do

6 not have a conflict of interest for the follow ng
7 products. The Pediatric Advisory Committee will neet to
8 di scuss the pediatric-focused safety reviews as nandat ed
9 by BPCA and PREA with regards to: Prevnar 13, Cervarix,
10 Focalin XR, Daytrana, Seroquel, Xolair, Benicar
11 At acand, Plan B One-Step, and Fl onax.
12 At the end of the day, several products which
13 fit the criteria for an abbreviated preséntation have
14 been assigned to a designated reviewer for the process
15 of that discussion. These products are: Pancreaze,
16 Zenpep, Creon, Xerese cream and M rena.
17 In general, the committee participants are
18 aware of the need to exclude thenselves frominvol venent
19 in the discussion of topics if their interests would be
20 affected,and their exclusion will be noted for the
21 record.

22 Dr. Bridgette Wefling is participating as a
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1 consuner representative. Ms. Marilyn Eichner is

N

participating is a patient-famly representative. Dr.

Robert Ward is participating as the health care

W

representative, which is a nonvoting position. Dr.

5 Brahm Coldstein is participating as the industry
6 representative, also a nonvoting position.

7 The followi ng experts at the table will be

8 participating as tenporary voting nenbers: Dr. Wite,

9 Dr. Mnk, Dr. Franco, Dr. Dracker, Dr. Castile, Dr.

10 Kapl an, Dr. Baker, Dr. Bhatia, Dr. Hllard, Dr. Walker,
11 and Dr. Fel ner.

12 | need to nmake a note that there will be one
13 recusal fromthe nmeeting. Dr. Franco vvi\II be recused
14 fromthe table for Seroquel and Atacand, and at that

15 time Dr. Franco will sinply just need to slide his chair
16 away fromthe table and will not participate in those
17 di scussi ons. O herwise he wll be permtted to
18 participate in the rest of the activities of the day.

19 Wth respect to all other participants, we ask
20 that in the interest of fairness that they address any
21 current or previous financial involvenent with any firm

22 whose product they may wi sh to comment on.

Alderson Reporting Company
1-800-FOR-DEPO



FDA Pediatric Advisory Committee Meeting January 30, 2012

Gaithersburg, MD

N

W

10
11
12
13
14
15
16
17
18
19
20
21
22

34

W have one open public session, which is
schedul ed for approximately 1:00 o' clock this afternoon.

Copies of the material which were submtted in
advance of this neeting are available on the table
outside for public view ng. The nenbers of the
comm ttee have al so received a copy of this information
and it's been placed at each individual's seat.

Just a remnder for the nenbers of the
commttee: Please renenber that when you get ready to
speak, turn your m crophones on; and then when you
finish turn them off, because there's alimtation with
regards to the nunber of open mkes that can be
accommodated at any tine. And agéin, i nt roduce
yoursel ves so that we have a clear record in the
transcript.

Also, just to reiterate what Dr. Rosentha
said earlier, if you' d please silence your cell phones
and any kind of pagers we'd appreciate it.

Thank you very nmuch and we'l|l get ready to go
ahead.

CHAl RVAN ROSENTHAL:  Thank you, Walt.

First, Dr. Mnk has arrived fromDulles in
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1 what m ght have been the fastest cab that is in this

2 area. So, Dr. Mnk, will you please just introduce

3 yoursel f real quickly for the committee.

4 DR MNK Sure. M nanme is John Mnk. |'m
5 fromthe University of Rochester. |'ma pediatric

6 neur ol ogi st .
7 DR. MJURPHY: Wy don't we just go ahead and go
8 wi th the schedul e, because the technical division should

9 be here. So if we could have the neuropsych division.

10 CHAl RVAN ROSENTHAL: Dr. Mirphy?
11 DR. MURPHY: Yes?
12 CHAI RVAN ROSENTHAL: Shall we just go ahead

13 with the agenda as previously describedé Shal | we go
14 wth Focalin and Daytrana and then Seroquel? O would
15 you |like to do Seroquel first?

16 DR. MJURPHY: Is Beth Durnowicz here? Ckay. |
17 didn't see her. That was ny hesitation. Okay, Beth,

18 are you ready to go, then?

19 DR. DURMOW CZ:  Yes.

20 DR. MJURPHY: Fine. W wll go back to the

21 original schedule, then.

22 DR. COPE: That's Hari.
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1 DR. MURPHY: It's Hari. Okay, we're set.

N

Ckay, Hari, where are you? There you are. Thank you.

W will go into the Federal Register order,

W

which is always better. Thank you for our confusion

5 with shuffling people.

6 CHAI RVAN ROSENTHAL: All right. So just to be
7 clear, we will go through the presentations for Focalin
8 and Daytrana first, and our presenter will be Dr. Hari

9 Sachs, who's the team | eader of the Pediatric and

10 Maternal Health Staff, Ofice of New Drugs. She's been
11 with the FDA since 2002 as a nmenber of the Pediatrics
12 G oup.

13 She's a graduate of the Univer\si ty of Maryl and
14 at Baltinmore Medical School and she conpleted her
15 i nternship and residency at the Children's Hospital

16 National Medical Center. She's been a practicing
17 pedi atrician for over 20 years and she continues to see

18 patients one day per week. Good for you. That's a sign

19 of -- | like that.
20 Al right, Dr. Sachs.
21 DR, MJRPHY: Geof, could we introduce the

22 di vi si on peopl e too, please?
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1 CHAl RVAN  ROSENTHAL: Yes, please. Those
2 col | eagues and friends joining us at the table, if you
3 coul d pl ease introduce yoursel ves.
4 FOCALI N XR ( DEXMETHYLPHENI DATE HYDROCHLORI DE)
5 STANDARD REVI EW OF ADVERSE EVENTS
6 DR. LAUGHREN: Tom Laughren. |'mthe director

7 of the Psychiatry Products Division, FDA
8 DR. M TCHELL MATHIS: Mtchell Mathis, deputy

9 director, psychiatry.

10 CHAI RVAN ROSENTHAL:  Thank you

11 Dr. Sachs.

12 (Screen.)

13 DR SACHS: Thank you guys ver& much and

14 wel come.

15 (Screen.)

16 Bef ore presenting t he specific pr oduct
17 i nformati on and adverse events for Focalin and Daytrana,
18 [ be presenting sone  additional backgr ound
19 information regarding some previous discussions at

20 advisory commttees about safety concerns for ADHD
21 medi cines, as well as the results of a joint FDA- AARQ

22 study on cardi ac adverse events that were associ ated
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1 wi th ADHD nedi ci nes.

2 After this additional background discussion

3 and information, |'ll nove on to the adverse event

4 reviews for the specific products.

5 (Screen.)

6 Two neetings were held in close succession in

7 2006. The first, in February, was a neeting of the Drug

8 Safety and Ri sk Managenent Advi sory Conmittee, which

9 di scussed cardi ovascul ar safety issues; and the second,
10 in March, provided a nore in-depth followup on the
11 cardi ovascul ar as well as additional discussions about
12 potential safety concerns in the psychiatric and

13 endocri ne realm

14 (Screen.)

15 The advisors at the DSARM neeting, which
16 included at that tinme cardiologists, internists,

17 statisticians, and only a few pediatricians,

18 pedi atricians, supported adding warnings regarding
19 potential cardiovascular risks wth the stinmulant
20 classes of drugs, but consensus was not reached
21 regardi ng a boxed warning at that time. The vote was

22 pretty close, | believe 8 to 7.
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1 (Screen.)

N

One nonth later, the Pediatric Advisory

Conmittee net to discuss a nunber of potential adverse

W

events, including the cardiovascul ar ones, along with

5 psychiatric and endocri ne adverse events. At that tine,

6 an analysis of the clinical trial data as well as the

7 post-marketing reports was presented.

8 (Screen.)

9 ' mgoing to sunmarize the reconmendati ons
10 fromthe previous Pediatric Advisory Conmttee for these
11 events because you guys are going to be grappling with
12 t he sanme kind of issues as you hear about the specific
13 products today. Wth respect to psychos}s and mani a,
14 the clinical trial data did confirma statistically
15 significant increase in psychosis or mania in patients
16 that receive stinmulant agents, and these did seemto be
17 drug-rel ated, particularly hallucinations.
18 (Screen.)
19 So t he Pediatric  Advisory Conmittee
20 reconmended that labeling include information that
21 quantified the risk, in other words the rates, as well

22 as sone additional information about the occurrence of
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1 visual and tactile hallucinations. You will see that

2 the rates and the possibility that energent psychotic or
3 mani ¢ synptons may occur, including hallucinations and
4 del usional thinking, is outlined in the current warnings

5 for these products.
6 (Screen.)
7 Looki ng at aggression, the clinical trial data
8 al so suggested there was an increasing frequency of
9 aggression for sonme products, including Daytrana, but
10 not others. So the Pediatric Advisory Conmttee
11 recommended that aggression should be -- that |abeling
12 shoul d note that aggression can be a feature of ADHD and
13 that a MedGui de or equival ent should infbrn1patients,
14 parents, and physicians about the potential risk and
15 encourage notification of physicians if change in
16 behavior is noticed. You will see that |abeling for
17 bot h Focalin and Daytrana include such a warning and a
18  MedGui de.
19 (Screen.)
20 Now, inportantly, for suicidality, unlike the
21 anal ysis that was perfornmed around the sanme tinme on

22 SSRIs, there was not an associ ation for an increased
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1 risk of suicidality in patients receiving stinmulants,

2 al t hough one was noted for atonoxetine, which is also
3 used to treat ADHD. The | abeling at that time for

4 Strattera, or atonoxetine, already contained a boxed

5 war ni ng. So consequently the Pediatric Advisory

6 Conmittee did not recommend any changes for the

7 stimulants as far as suicidality goes.

8 The PAC nenbers al so recommended t hat FDA

9 should consider adding nore information about the
10 effects of these nedications on growh and, as you w ||
11 see, the potential for growh retardation is also
12 described in the warnings for both the products you'l

13 hear about.

14 (Screen.)
15 The Pediatric Advisory Conmttee also had
16 sever al reconmendat i ons regardi ng t he potentia

17 cardi ovascul ar adverse events. A boxed warni ng was not

18 recommended, al though the committee did recommend the

19 follow ng: strong warnings for patients with underlying
20 cardi o di sease se be placed in highlights; performng a
21 basel i ne assessnment, including famly history, to help

22 det ect undi agnosed cardi ac di sease; and to place sone
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1 addi ti onal warni ngs about concomitant mnedicines that

2 m ght inpact treatnment with these products.
3 Finally, the PAC recommended that additi onal
4 phar macoepi dem ol ogi ¢ studi es were necessary to help

5 clarify the risk

6 (Screen.)

7 Vel l, we now have the results of such a study,

8 and this was published in the New Engl and Jour nal

9 Novenmber 2011. This was a |arge retrospective cohort
10 study of about 1.2 mllion children and young adults,
11 and this did not show any associ ati on bet ween ADHD
12 medi ci nes, i ncl udi ng met hyl pheni dat e and
13 dexmet hyl pheni dat e, and seri ous cardiovaécular adver se
14 events such as MM or stroke or sudden cardiac death.
15 Al t hough I'm not showing this on the slide,
16 this finding was replicated in adults and that was

17 publ i shed i n Decenber.

18 (Screen.)

19 Now t hat you have sone idea of what the

20 previ ous di scussions focused on -- forgive the pun; |'m
21 sorry, | like to pun alittle bit -- let's focus to the

22 specific products we're going to discuss, starting with
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Focalin. You will see that the discussion for Focalin
is going to be a little nore detailed. The Daytrana
di scussion will go a little faster.

(Screen.)

You will becone familiar with this outline
during the day. W start generally with a background
about the specific agent, describe the pediatric studies
that resulted in the |labeling changes, review any
rel evant safety information that may be in the warnings,
precautions, or adverse events that help put the adverse
events you see in the review in context, and then
sunmarize this all for you

(Screen.)

Focal i n, or dexnet hyl pheni date, was originally
approved in Novenmber of 2001 for the treatnent of ADHD
in pediatric patients 6 to 17 years of age. The |ong-
acting product, Focalin XR, was approved in May 2005,
also for the treatnent of ADHD, but this time in
patients 6 years and above, including adults.

Both of these products are narketed by
Novartis, and the pediatric |labeling change that

triggers this particular safety review was associ at ed

Alderson Reporting Company
1-800-FOR-DEPO



FDA Pediatric Advisory Committee Meeting January 30, 2012
Gaithersburg, MD

44

1 with a new dosing regi nen approved in Cctober of 2009.

2 (Screen.)
3 The initial approval of Focalin was based on
4 two short-term studies, one with an active control in

5 132 patients 6 to 17 years of age and a second, 2-week

6 trial that was a withdrawal study in 75 responders.

7 (Screen.)

8 Simlarly, Focalin XR was approved in

9 pediatric patients based on two trials, one a doubl e-
10 blind, placebo-controlled study in 103 pediatric
11 patients and another wth a crossover |aboratory-
12 cl assroom study in the younger patients.
13 (Screen.)
14 Now, the Focalin XR | abeling has been updated
15 a nunber of times since My 2005 to include new
16 information regarding the duration of action, the onset
17 of action, and sone i ndi vi dual i zed dosi ng
18 recommendations. But 1'd like to focus on sone of the
19 | abel i ng changes which have occurred in part due to the
20 advi sory conmittees you heard about.
21 In April of 2006, the warning and precautions

22 section was wupdated to include the cardiovascular
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1 war ni ngs, or actually stronger cardi ovascul ar war ni ngs.

2 In 2007 the nedication guide was added, which includes
3 i nformati on about the psychiatric and cardi ovascul ar

4 adverse events.

5 (Screen.)

6 And in May 2010 there was sone additiona

7 i nformati on added about the lack of an effect on the QT
8 interval, which is often associated with arrhythmas if

9 t hat occurs.

10 (Screen.)
11 To put sonme of the adverse events you're going
12 to hear about in context, | want to draw your attention

13 to several contraindications and inportént war ni ngs and
14 precautions for this product. Focalin XR is

15 contraindicated in patients with hypersensitivity to

16 nmet hyl pheni date products, as well as those with marked
17 anxi ety, tension, and agitation, as those synptons nay
18 be aggravat ed.

19 Focalin is also contraindicated in patients
20 with tics or a famly history of Tourette's.

21 (Screen.)

22 Now, you can see the first three warnings
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capture the inportant cardiovascul ar adverse events, and
the next four capture the inportant psychiatric adverse
events. These warnings do include information about the
rates as well as that you can see new synptons,
i ncl udi ng hal I uci nati ons and del usi onal thi nki ng.

(Screen.)

Since careful followup of patients treated
continuously with stinulants shows a sl owi ng of height
and wei ght, |abeling recomends nonitoring growh. And
because seizures can lower the -- | nean, because
stinmulant treatnent can | ower the seizure threshold,
that warning is also captured. There's an inportant
[imtation of use for patients |ess thaﬁ six years of
age, where the safety and efficacy has not been
est abl i shed. Finally, it is recomended that if
patients take stimulants for a long tine people check
their blood counts to nmake sure there's no | eukopeni a or
anem a.

(Screen.)

Now that you guys are famliar wth the
| abeling, let's | ook at how these products are used.

Unl i ke nost of the products you will hear about today,
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1 dexmet hyl phenidate is used largely in the pediatric

2 popul ation. You can see that the use is 80 to 85

3 percent, 13 -- sorry about that --

4 (Screen.)

5 13.7 mllion out of t he 16 mllion

6 prescriptions dispensed. Then there were 1.8 million
7 pediatric patients who received the products out of 2.2
8 mllion.
9 CHAl RVAN ROSENTHAL: Dr. Sachs, when you are
10 facing your slide it's hard to hear you.
11 DR. SACHS: You can't hear ne, okay.
12 The use in pediatric patients is the mgjority,
13 over 80 to 85 percent, no matter how yod | ook at it.
14 For all you conpul sive nunber counters, if you
15 try to add up the last row the market share seens to be,
16 the XR products, these nunbers will not add up to 100
17 because patients can use nore than one product at a
18 time, and they al so age and can be counted in two
19 cohorts.
20 (Screen.)
21 You can see graphically in this slide the

22 changes in drug use from 2006 to 2010. You can note an
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1 increase in the long-acting product as well as the
2 generics. |If you |look at the use across the pediatric
3 age cohort, you can see that about 6 to 8 percent of use
4 does occur off label in patients |less than six.
5 (Screen.)
6 Not surprisingly, the top prescribers for

7 t hese products are pediatricians and psychiatrists, and
8 pedi atricians account for 30 to 40 percent of all the
9 prescriptions for these agents; and the top di agnosis

10 was ADD, over 95 percent of the tine.

11 (Screen.)
12 Now t hat you have the use information -- and
13 pl ease keep the use in mnd -- let's |ook at the adverse

14 events. You can see the total nunber of adverse events
15 on this slide -- let's see if this works a little

16 better. There are 196 pediatric reports. These do

17 represent the mgjority, with 172 serious adverse events
18 and 2 deaths. These are total reports; that may include
19 duplicates or msclassifications.

20 (Screen.)

21 Wien we did the hands-on review, we actually

22 identified 167 reports, including three deaths, and that
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1 was because t here was one deat h t hat was

2 m scharacterized as sinply a serious adverse event and
3 five duplicates.

4 (Screen.)

5 You can see the case characteristics for the

6 serious cases on this slide. The majority of themare

7 occurring in 6 to 11-year-olds, in males. These were

8 pretty much U S. reports. The overwhel m ng di agnosi s

9 was ADHD and the duration of therapy ranged from one day
10 to three years, with a nedian of about one nonth, in a
11 way paralleling the use -- we sawa little nore adverse
12 events with the long-acting formulation.
13 (Screen.)
14 The followi ng slides provide the details of
15 the three fatalities. The first two are |abeled. One
16 was a sudden death in a 10-year-old with a known cardi ac
17 probl em who died during a sporting event. O note, the
18 patient did receive a higher than recommended dose of
19 dexmet hyl pheni date. The maxinumis about 20 mlligrans
20 for the short-acting and 30 for the long, and they got
21 20 milligrams tw ce a day.

22 The second was an eight-year-old male who
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1 died, potentially froma seizure, after treatnment with

2 both a short and | ong-acting product for three nonths.
3 He was taking concom tant nedicines which are al so
4 | abeled for seizures, specifically risperidone and

5 fluoxetine. Both of these adverse events are anong the
6 war ni ngs and precautions for the products.
7 (Screen.)
8 The last fatality was a seven-year-old nale
9 who hung hinsel f and, although he had a history of
10 behavioral issues, he was not on any concom tant
11 medi cati ons.
12 Now, the occurrence of suicide, conpleted
13 suicide, in this age group is |ow, but Jnfortunately not

14 unheard of.

15 (Screen.)
16 Now t hat you have heard about the fatalities,
17 let's exam ne the non-fatal serious adverse events. The

18 maj ority of adverse events were either psychiatric or
19 neurol ogic. There were also 18 cardi ovascul ar adverse
20 events, 9 related to weight loss and 8 cases related to
21 insomia, plus a handful or a variety of m scellaneous

22 adverse events. Wiat I'mgoing to do is describe the
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1 adverse events for each category, but focus primarily on

2 t he unl abel ed events since the majority of themare

3 | abel ed.

4 (Screen.)

5 So here's a further breakdown of the 55

6 neur opsych adverse events. The majority of these are
7 | abel ed, specifically hal | uci nati ons, psychotic
8 di sorders, aggression, and nood disorders. So | won't

9 present the details of those cases, but will spend a

10 l[ittle nore time on suicidality, panic attack, and OCD
11 So there were eight reports that described
12 sui cidal ideation. Four of them had a positive

13 dechal l enge. That is, the suicidality disappeared when
14 the nedicine was discontinued. But two of the remaining
15 cases had conorbidities associated with suicidality.

16 And al t hough | abeling does not specifically nmention

17 suicidality except in the context of screening for

18 bi pol ar disorder, there are clear warnings for

19 noni toring for behavioral changes.

20 (Screen.)
21 This slide presents the details of the four
22 cases of suicidality t hat resol ved when
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1 dexmet hyl pheni dat e was di scontinued. All of these were

2 mal es between the ages of 8 and 11. One patient had
3 been on therapy for six nonths, the others for less than
4 a week, and two had prior reactions to other stinulant

5 medi cati ons.
6 As nmentioned, suicidality was not found to be
7 a signal fromthe neta-analysis of the clinical trials
8 of the stimulants, although it was detected for
9 atonoxetine; suicidality, although rare, is not unheard
10 of in the pediatric population. For this reason or
11 t hese reasons, the previous Pediatric Advisory Committee
12 did not recommend a | abeling change and we had agreed.
13 (Screen.) \
14 Two patients with OCD -- or two patients were
15 di agnosed with OCD after taxing dexnethyl phenidate. One
16 was a seven-year-old who had trichotill omania and her
17 synptons of touching herself on the face and hands
18 recurred after the nedicine was stopped and restarted.
19 The other was an 1l1l-year-old with autism There were
20 two patients who experienced panic attacks.
21 Agai n, al though | abeling does not specifically

22 descri be OCD synptons or panic attacks, it does alert
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1 practitioners and patients to report new synptons and

2 t hought pr obl ens. I'n addi ti on, Focal in i's
3 contraindicated in patients with agitation or anxiety

4 due to the potential to exacerbate that, and anxiety is
5 listed as a commpn side effect.

6 (Screen.)

7 So now turning to the 39 neurol ogi cal adverse
8 events. There were 14 reports of seizures, 12

9 neuromuscul ar adverse events, 7 headaches, and 6
10 m scel | aneous neuro events. Again, the majority of
11 these are |labeled, so |I'll focus on the unl abel ed
12 events.
13 (Screen.)
14 10 of the 12 neuronuscul ar events included
15 reports of extrapyram dal or EPS-1ike synptonms, with a
16 single report each of tics and nuscle spasns. The
17 adverse events section of labeling includes tics,
18 dyski nesia, and nuscle twtching, but EPS is not
19 speci fically | abel ed.
20 (Screen.)
21 So looking a little nore closely at these

22 extrapyram dal neuronuscul ar adverse events, you can see
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1 that there's a range of synptons that occurred in the

2 patients. The nmedi an age of the report was expected siXx
3 years of age. The nedi an dose was about 10 mlli grans,
4 and the nmedi an duration of treatnent was a nonth. Four

5 out of the ten patients were taking concomtant

6 medi ci nes that are | abeling for EPS events.

7 (Screen.)

8 The six remaini ng neurol ogical events included

9 two reports of hyperactivity and one report of a stroke,
10 which are | abeled, and four other m scellaneous events.
11 And while aura, cerebral palsy, and | ethargy are not
12 specifically | abel ed, these are single events and the
13 causality is not clear. \
14 (Screen.)
15 There wer e 18 reports rel ated to
16 cardi ovascul ar adverse events. The ngjority of these
17 are | abel ed, except for two patients, a 12-year-old and
18 a l4-year-old nmale, who had EKGs that showed possible
19 ventricul ar hypertrophy, and a 14-year-old femal e who
20 was on multiple nedicines that are |abeled for
21 hypertensi on, who had interm ttent hypertensi on and was

22 di agnosed with mtral valve prolapse, or mtral valve
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i nconpet ence.

(Screen.)

Ni ne patients experienced weight |oss, which
is a |labeled event, and although three of the patients
required hospitalization, their synptons are a little
atypical. One had cyclic vomting and abdom nal pain.
Another was related in part to a nmanic episode, which
resolved after the product was discontinued. And the
third had dehydration, generalized weakness, and
abdom nal pain, but he had been on therapy for quite a
bit of tinme.

(Screen.)

Ei ght patients experienced insbnnia, which is
a | abel ed event. One of the patients was a seven-year-
ol d who had parasomni as, night terrors, sommabulism
whi ch is not specifically |abel ed.

(Screen.)

Finally, let's look at the mscellaneous
adverse events. Once again, the magjority of these are
| abel ed or they're single reports of an unl abel ed event,
and you can see the range of |abeled events on this

sl i de.
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Three of the unl abel ed events are reported
nore than once -- Stevens-Johnson Syndrone, Raynaud's
Phenomenon, and neutropenia -- and there were four
reports of Stevens-Johnson Syndrome. Two appeared to be
related to other factors, specifically a viral illness
or an antibiotic, but two cases occurred and resol ved
after the dexnethyl pheni date was di sconti nued.

(Screen.)

There are four reports of Raynaud' s
Phenonmenon. Two of the patients were taking other
nmet hyl f eni date products that are | abeled for Raynaud's
and the other two had either a personal or a famly
hi story of a connective tissue type disdrder.

(Screen.)

There were two reports of neutropenia, which
may not be specifically | abeled, but the |abel clearly
does have a warning for nonitoring patients for
| eukopeni a.

You can see the variety of the renaining
adverse events |listed. Mst of themagain are single
reports, but we do actually want to focus your attention

on the one case of angi oedema. This was a 16-year-old
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1 who basi cally devel oped angi oederma and t hen synptons of

2 anaphyl axi s and required energency treatnent with epi,
3 di phenhydram ne, and steroids. Because of that report,
4 we did an additional review of angioedenma and

5 anaphyl axis and identified another report in adults.
6 Since both these cases were tenporally associated with
7 the Focalin treatnent and included both angi oedema and
8 anaphylaxis as synptons, we have reconmended that
9 angi oedema and anaphyl axi s be added to the | abeling and
10 that actually, because of the cross-reactivity between
11 the nethylfenidate products, that the |abeling be
12 har noni zed. The sponsor for Focalin has agreed to do
13 this, actually. \
14 (Screen.)
15 Thi s concludes the pediatric focused safety
16 review for Focalin XR As you know, this was triggered
17 by the new dosing reginen. W do reconmend a change in
18 the | abeling regardi ng angi oedenma and anaphyl axi s, which
19 is going to happen. W don't recomend any ot her
20 | abel i ng changes and we woul d expect that this product
21 can return to routine nonitoring, but we're very

22 interested in hearing your discussion and opi nion.
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1 May | say that the Daytrana profile is pretty
2 simlar, so you could hear that presentation and then
3 discuss it. O you can start with this one, which is a
4 little nore conpl ex.
5 DR WARD: Could | ask, Dr. Towbin, does

6 dyski nesi a capture extrapyram dal synptons adequately?

7 DR TOMBIN: | appreciate the question and it

8 speaks to one of the things | wanted to tal k about.

9 Actually, | was going to raise that in a somewhat
10 different way, which is to say what would be the
11 threshol d for adding | anguage rel ated to extrapyram da
12 synptons to the | abeling?
13 G ven what we're seeing, the néchanisns about
14 those extrapyram dal synptons that we know, and how this
15 drug works, it certainly would make sense that this drug
16 coul d cause those kinds of synptonms, given the way that
17 it works. So, thinking about practitioners being alert
18 to the occurrence of extrapyram dal synptons woul d nmake
19 sense to ne.
20 |"'mdelighted Dr. Mnk is here because, of
21 course, he may have some observations about this as

22 wel | .
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DR MNK: Unfortunately, the category of

extrapyram dal side effects or extrapyram dal synptons

i ncludes both things that are related to excess dopani ne
and to dopam ne bl ockade. It's very hard to know what
is being described by reports of extrapyram dal side

ef fects. Tics are dyskinesia. Tics are an
extrapyram dal side effect, and we know that in sone

i ndividuals tics can worsen with this.

So in the absence of better information, it's
very hard to determ ne whether dyskinesia as a separate
category should be included. | will tell you in ny
practice, where | see very many children referred for
concerns of tardive dyskinesia or dther novenent
di sorders, the great majority of them have tics, but
were msrecognized or mscharacterized by their
referring physician.

So | guess ny thought is at this point | think
it would be difficult for ne to advocate specific
| abel ing for dyskinesia, given that dyskinesia includes
sonething that's already there.

DR WARD: If | read it correctly, dyskinesia

is already part of the label, if | read this correctly.
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1 My question is, does that adequately warn a prescribing
2 physician about the potential for extrapyram dal
3 novenent di sorders?
4 DR MNK | think so. | think that the
5 novenent di sorders, t he ext rapyram dal novenent

6 di sorders that are the nost likely to be associated with

7 this nmedicine, though we don't know specifically, are

8 dyski nesi as, including tics.

9 DR TOMBIN. It just seens to ne -- oh, this
10 is Dr. Towbin back again; sorry -- that the events that
11 were |listed were such that, although sonmeone with Dr.

12 M nk's erudition understands the relationship between

13 t hose ki nds of novenents and experienceg and the term
14 "dyskinesia," that many practitioners who woul d be using
15 t hese agents may not. So | mght be of the opinion that
16 expandi ng that |ist could be useful.

17 The experience of an ocul ogyric crisis, sone
18 of the kinds of things that are described -- a
19 pedi atrician who is not a neurol ogi cal expert of the

20 caliber of Dr. Mnk mght not consider that to be

21 related to the drug, and one would want, | would think,

22 sonething |ike that, or at least | would raise the
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1 question about it. | actually amon the fence about it.

N

| do have one other comment to nmake, but

just want to go one at a tinme here.

W

CHAI RVAN ROSENTHAL: Any other? Yes, Dr.

5 Laughren?

6 DR LAUGHREN: Drugs that cause acute

7 extrapyram dal synptons of the kind that we're used to

8 t hi nki ng about, |ike dystonic reactions and Parki nsoni an

9 syndrones, are the dopam ne bl ockers. This drug has an
10 opposite effect. So it would be very surprising, and of
11 course it doesn't show up at all in controlled trials.
12 These are rare, spontaneous reports and it is hard to
13 make sense of them \
14 One thing that you mght be seeing -- and this
15 is pure speculation -- but sone -- as you know, many of
16 these children do get atypical antipsychotics, which can
17 cause extrapyram dal synptonms, and with prol onged use
18 coul d cause tardive dyskinesia, which m ght be uncovered
19 by giving a dopam ne agoni st.
20 So it's very difficult to capture that sort of
21 thing in labeling. But | think the consolation is that

22 t hese events are quite rare. W don't see these. |
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1 nmean, consider the very wi despread use of these drugs

2 and the rarity of these reports that we're seeing.
3 DR. TOMBIN. This is Dr. Towbi n back.
4 actually amcontent with that. | just thought this was

5 alittle nore of a signal in this systemthan | would

6 have expected for these, and indeed, given sone of the

7 quality of the information that we get, we really don't

8 know whet her sonme of these children may have been on

9 things that were -- even netocl opram de or other kinds
10 of things that may have had simlar sort of effects and
11 then got stinulants and these reactions.
12 | would like to raise a second point, if that
13 woul d be okay, and that is, what is the }hreshold for
14 reconsi dering a contraindication? Because | do believe
15 that the field in the treatnment of tic disorders has
16 changed in its view of the use of these agents, and that
17 when these drugs first cane onto the market there was a
18 very strong concern about their propensity to either
19 cause or bring forth tics in vulnerable individuals or
20 exacerbate them in individuals that had tics and
21 Tourette's.

22 | think there is now a good body of literature
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to suggest that a majority of individuals with tic

di sorders will not experience an exacerbation of their
synmptons, and so it would seemthat the | abel is
somewhat out of phase right now. | was wondering at
what poi nt t he agency woul d reconsi der a
contraindication, but still of course |eave the |abeling
that there may be an increase in tics in sone

i ndi vidual s as a warni ng?

DR, LAUGHREN:. It's a very tinely question.

It turns out that we are actually now reconsidering al
the contraindications. W're |ooking at the somol ents
as a class froma | abeling standpoint and systematically
goi ng through the different sections and trying to
update the information.

That is one contraindication that wll
probably go away, because you're right, it isn't -- it
doesn't really make sense any nore.

CHAI RVAN ROSENTHAL: Thank you, Dr. Laughren

| just want to rem nd people to please state
your nane into the record.

Dr. M nk.

DR M NK: | amindeed Dr. M nk.
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1 Two things. Let ne just echo what Dr. Towbin
2 said about the tic, and | very nmuch advocate
3 reconsi deration of that, as you' ve already stated.
4 Back to the extrapyram dal side effect

5 description, do we have data whether those ten reports
6 were one type or was it one of each of those different

7 ones that was |isted?

8 (Screen.)
9 Actual ly, the slide you were on
10 (Screen.)
11 DR SACHS: No, I'msorry. | didn't nean to
12 hit it.
13 DR MNK So Slide 37 Had the EPS

14 descriptions in ten individuals: dysarthria, nuscular
15 spasticity or spasns, etcetera, etcetera. Was it one
16 report of each of those or was it ten reports of EPS,

17 and you're saying EPS includes these follow ng things?
18 DR SACHS: | wll ask Vicky Huang, who actually
19 did the review and has the individual reports, to answer
20 that one.

21 DR HUANG H . M name is Vicky Huang. [|'m

22 a safety evaluator with the Ofice of Surveillance and
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1 Epi demi ol ogy.

2 These ten reports actually had a m xture of
3 t hese adverse events. | would say that for the nost
4 part these reports actually reported one to two adverse

5 events per report. So the n of ten actually included a

6 di fferent conbi nation of these adverse events.

7 Does that answer your question?

8 DR MNK Sort of. So | think that if it

9 were a mpjority of these reports were ocul ogyric crises,
10 I"d say that that's a surprise and really should be
11 pursued nore and revi ewed again shortly. But if it's
12 across the board I'm|ess concerned about this as a
13 wor ri some phenonenon
14 DR. MJRPHY: Is there any nore information, |
15 guess we're asking, than what's on page 10 of the
16 report, where it does go through sonme of these
17 i ndi vi dual cases, where you do describe eye-blinking,
18 sticking -- | nmean -- what |I'mtrying to say is they
19 usual ly put in these reports all the information they
20 have. Sonetinmes they will condense thema little bit,
21 but I'masking is there anything that's not in this

22 report that could help the commttee?
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DR. HUANG Well, in regards to the ocul ogyric

crisis, there was only one case reporting that event.
I's there anything el se specific that you would like to
know about, so that | can narrow down?

DR. MJURPHY: Any others?

DR. HUANG It says on the slide that there
were four cases that received concomtant nedications.
It's already |abeled for dyskinesia or tardive
dyski nesi a, etcetera.

DR. MJRPHY: So the comm ttee should assune
that for the other six we don't have information. It
doesn't nmean that they weren't on it. It just nmeans we
don't have any infornmation. \

DR. HUANG One case reported no concom tant
medi cati ons.

DR, MURPHY: Sorry.

DR HUANG And five of the cases did not
report conconitant nedications.

CHAl RVAN ROSENTHAL:  Thank you.

Dr. Motil and then Dr. Dracker.

DR. MOTIL: WMotil. 1 would just like to

register ny concern in this very area. As a non-
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1 neurol ogi st, I amlooking at a nunber of notor type
2 term nol ogi es that raised ny concerns. | see a nunber
3 of children with neurol ogi cal problens and, while I
4 don't have probably the precision of definition, a

5 cluster of events that involves nuscle spasns, mnuscle
6 spasticity, nuscle tightness, nuchal rigidity, sone
7 dystoni as, tongue novenent disorders, it raises an angst
8 that, if nothing else, I think perhaps the agency may
9 wish to come arnmed with some nore precise definitions

10 and nonitor if these itens are not currently going to be

11 | abel ed.
12 CHAI RVAN ROSENTHAL: Dr. Dracker.
13 DR. DRACKER: Just a couple comments with

14 regards to the presence of extrapyram dal signs or the
15 appearance of them Generally speaking froma private
16 practice perspective, as soon as that's noted in the

17 child generally it results in the i medi ate cessati on of
18 therapy. Personally, |'ve never seen it. W take care
19 of probably over a thousand children with ADHD. It

20 sounds |ike a | arge nunber, but we have 30,000 children
21 in the practice. |If that occurs, they are then referred

22 to neurol ogy.
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1 In general, | have never seen that occur only

N

when a child is only on a stinulant therapy. Actually,

we see it very rarely in general

W

Wth regard to the presence of tics or the
5 appearance of tics, if the child has a tic at the tinme
6 of presentation the child is placed on a stinul ant
7 therapy. Parents are generally warned that tics may or
8 may not get worse once placed on therapy. |In general,
9 once a child develops tics and is on therapy, did not
10 have tics previously, we don't have to worry about
11 stoppi ng the therapy because usually the parents want
12 t he therapy stopped because they don't want additiona
13 attention brought to the child. So if becones a very
14 clinical and socioenvironnmental issue for the child.
15 | just want to make one other comment about
16 t he angi oedema event, and that is in that particular
17 case | wonder if there was a family history taken and

18 whether there was a possibility of a Cl-esterase

19 i nhi bitor eval uati on perforned?
20 DR HUANG H . This is Vicky Huang
21 There was no information regarding that

22 reported in the case. And we actually included all that
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1 was reported in the MedWwatch formon the slides. That

2 was all the infornmati on we received.
3 CHAI RMAN ROSENTHAL: Dr. Wagener.
4 DR WAGENER Il just want to nmake one

5 suggestion. This is again com ng from somebody who's
6 not a neurologist and has very limted exposure. But it
7 seens that there is a slight difference between the
8 under st andi ng of neurol ogi sts, who subcategorize all of
9 t hese extrapyram dal activity disorders, and those of us
10 who went to nedical school many years ago, who were
11 globally told about extrapyram dal problens.
12 | wonder if on the package insert it m ght
13 sinply say extrapyram dal synptons have been not ed, or
14 it's a warning or whatever, and then wunder that
15 subheading you list all of +these other different
16 synptons that m ght be considered an extrapyram da
17 factor by a typical neurol ogist.
18 CHAl RVAN ROSENTHAL: Dr. Wite.
19 DR WHITE: | guess |I'man idealist on this
20 whol e area. As a cardiol ogist, we see bunches of these
21 ki ds, not because of their neurol ogical problens, but

22 because everybody is afraid they're going to fall over
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1 dead.
2 In our community what | see is that the
3 pediatricians that are primary prescribers for these
4 medi cations and they don't really care about the
5 specific symptons. |If some child conmes in that has the
6 | east suspicious activity, they don't care what the
7 | abel is. They're going to send that child off
8 i medi ately.
9 | guess ny other concernis, if we |ook at

10 t hese reports, these aren't very common, and al nost al
11 the children have other nedications. And the ones that
12 we don't know about, the ones that we say no other

13 nmedi cations, it's just that we don't knoQ/mhat t hey

14 m ght be taking.

15 | kind of have a question about at what |evel
16 do we change the label, and I'mnot quite sure where
17 that is. As a new nenber, |I'mnot quite clear about at
18 what point do we change the |abel to scare people who
19 may be using these nedications on a regular basis. |
20 woul d say that probably we haven't reached that |evel,
21 at least in ny opinion.

22 CHAl RVAN ROSENTHAL: Dr. Ward, you seemto be
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1 -- you' ve devel oped a twitch during this conversation
2 (Laughter.)
3 DR. WARD: | was checking ny extrapyran da
4 synpt ons score.
5 It seens to nme that the issue about at what
6 | evel do you reach a threshold for changing the |abe

7 has to do with severity and risk to the patient, as
8 opposed to sinply -- | would say, as sonebody nentioned,
9 if these devel oped we refer themto a neurol ogist, who's
10 going to decide is this an extrapyram dal synptom or not
11 and what is the corrective action that needs to be
12 t aken, as opposed to angi oedema, which is sonething
13 that's life-threatening, | think the recbnnendation to
14 place that in the |abel is very reasonable and a real
15 war ni ng needs to be there.
16 But out of, what is it, 18 mllion
17 prescriptions, this is a pretty rare event.
18 CHAI RVAN ROSENTHAL:  Thank you
19 Can we go back to the -- are there other
20 comments? Yes, Dr. Reed?
21 DR REED: | hate to throw a wench in the

22 wheel here, and I'll yield to the expertise of Dr.
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Towbin. But just as Dr. Ward nentioned the nunbers
here, we've had a | ot of discussion about extrapyram da
effects. The n for suicidal ideation seens to be about
t he same, and when you consider the relative comopn
conorbidity of depression with ADHD, should anywhere in
the |l abel, should there be anything about that?

This is Reed again. | wasn't picking on you,
Dr. Towbin

DR. TOMBIN. No, | don't feel picked on

DR. REED: Yield to anyone el se.

DR TOWBI N: No, no, | don't feel picked on at
all. 1 think that, just as we've heard, conorbidities
in this population are the rule, not thé exception, and
conorbidities with anxiety disorders and depressi on do
ari se. Aggressive behavior is seen conmmonly in
i ndividuals with ADHD, and so being attuned to that is
sonmething that's inportant.

When one has conorbidity it's alittle hard to
know ki nd of where that's com ng from which side of the
conorbidity? 1Is it the depression and anxiety that's
driving that? |Is it the ADHD? And | think that being

attuned to those behavioral <changes is really
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sufficiently identified in the label as it is. |

woul dn't, for nyself reading this, | wouldn't feel that
there was a need to strengthen that |anguage or to kind
of attune people to it to a greater degree.

It sort of comes back to the earlier comrent
about scaring people. | think that we walk a |ine
bet ween wanti ng practitioners to be informed about the
range of possible side effects, but we also don't want
to be alarm st about kind of adding things or noving
beyond what the data suggests should be a reasonabl e
thing to be concerned about.

DR. TOMBIN: | concur with that. M sense
fromthe presentation is that suicidal ideation is not
mentioned in the label. It's an underlying -- is it?

DR. MURPHY: That's correct.

DR. TOMBIN: So it's not noted at all. But |
do agree about we're not here to scare anyone.

CHAI RMAN ROSENTHAL.: Dr. Wefling.

DR. W EFLI NG  Speaking froma consumer's
perspective and |looking at the Iabel both as a
pediatrician and as a parent, there isn't anything --

that was actually one of my comments -- there isn't
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1 anything really to call out suicidal ideation, nor to

2 further descri be psychosi s in t he sense of

3 hal | uci nati ons and del usi ons, which sone parents nay not
4 under st and psychosi s versus hal |l uci nati on and del usi ons.
5 Actually, | think sone pediatricians might not

6 necessarily catch that piece.

7 | also noted in the label that it says -- it's
8 a little inconsistent, because it says that the
9 capsul es, under warnings, depression: Focalin XR

10 ext ended rel ease capsul es shoul d not be used to treat

11 severe depression. And it's our understanding that it's
12 not used to treat depression at all, and so | would

13 t hink that that maybe ought to be struck because | think
14 it's confusing.

15 | think some other places in the description
16 for parents could be inproved, sone of the synptons

17 could be inproved. But | don't knowif that's the |evel
18 or the role of what we're supposed to be doing here.

19 CHAl RVAN ROSENTHAL: It's exactly the |evel,
20 yes. Thank you.

21 Are there other comments?

22 (No response.)
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1 CHAl RVAN ROSENTHAL: All right. So, Dr.
2 Sachs, can you bring us back to the questions before the
3 conmittee?
4 (Screen.)
5 DR SACHS: So our question to you really is

6 whether or not we should return this to routine
7 nmoni t ori ng. Clearly, your coments about perhaps
8 strengthening the | abel in sonme places and renovi ng one
9 contrai ndication | think have been noted.
10 CHAI RVAN  ROSENTHAL: So this is another
11 conpl ex question for a vote. Wy don't we -- why don't
12 we vote on these -- well, so it |ooks Iike we could vote
13 on the first one. The second one | thiﬁk we have an

14 answer, and then the third one we shoul d perhaps vote on

15 as well. Is that how it |ooks to you guys on ny right?
16 So why don't we take the last, the third
17 bullet, first. The question wll be: Does the

18 conm ttee concur that the FDA should return to routine
19 safety nonitoring for this product? Al in favor of
20 that, please raise your hands.

21 (A show of hands.)

22 CHAI RVMAN ROSENTHAL:  Any opposed?

Alderson Reporting Company
1-800-FOR-DEPO



FDA Pediatric Advisory Committee Meeting January 30, 2012
Gaithersburg, MD
76
1 (No response.)
2 CHAI RMAN ROSENTHAL: And any abstentions?
3 (No response.)
4 CHAI RMAN ROSENTHAL: All right. Let's go

5 around the table and pl ease give your nane and your

6 vot e. Dr. Wiite?

7 DR. WHITE: M chael Wite, yes.

8 DR. RAKOWSKY: Al ex Rakowsky, yes.
9 DR. FELNER: Eric Fel ner, yes.

10 DR. WALKER: Leslie Wl ker, yes.
11 DR. H LLARD: Paula Hillard, yes.
12 DR. BHATI A: Jati nder Bhatia, yes.
13 DR. FRANCO. |srael Franco, yes.
14 DR. M NK: John M nk, yes.

15 DR. WEFLING Bridgette Wefling,
16 DR. BAKER: Susan Baker, yes.

17 DR. KAPLAN:. Shelly Kapl an, yes.
18 DR. CASTILE: Bob Castile, yes.

19 MS. EICHNER: Marilyn Eichner,

20 CHAI RMAN ROSENTHAL: Dr. Kapl an,
21 DR. KAPLAN:. Shelly Kapl an, yes.
22 DR. WRI GHT: Joseph Wi ght, yes.

yes.

you - -
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1 DR KRI SCHER: Jeff Krischer, yes.

2 DR. TOMBIN: Kenneth Towbin, yes

3 DR. WAGENER: Jeff Wagener, yes.

4 DR MOTIL: Kathleen Mtil, yes.

5 DR. DRACKER: Bob Dracker, yes.

6 DR. SANTANA: Victor Santana, yes.

7 DR REED: M chael Reed, yes.

8 CHAI RMAN ROSENTHAL: Al right.

9 For bullet point nunber 2, which is that no
10 ot her | abeling changes are recommended, | think we've --

11 yes, Dr. Loughren?

12 DR. LOUGHREN. Yes, this is Tom Loughren.

13 Bef ore you vote on that question, |et nﬁ rem nd the

14 conmttee again that we are in the process of |ooking at
15 the stinmulant |abeling generally and trying to bring it

16 up to date and nmake it better. There have been a | ot of

17 useful comrents nade here this nmorning that we'll take
18 into consideration as we do that.

19 So we are going to try and nmake a nunber of
20 fixes in the | abel and we'll be sensitive to the

21 conments that the committee has nmade in doing that.

22 CHAl RVAN ROSENTHAL: So do we -- it seens |ike
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1 we probably don't need to vote on that bullet.

2 DR. MJRPHY: Unl ess sonebody wants to make a
3 statenment that they think sonething should be added,

4 okay, then 1 think that that would be the only
5 opportunity. Oherwise, | think that you could vote to

6 agree that there are no other |abeling changes. So |

7 just think that there was a | ot of discussion and |

8 wasn't sure.

9 It sounded |ike everybody was confortable at
10 the end, but | want to give everybody an opportunity if
11 t hey have a recommendation that they want to nake, that
12 they would nake it at this point. And if they don't
13 then we could do a vote in the context that Tom has told
14 you he's heard the thoughts that you expressed.

15 CHAI RVAN ROSENTHAL: Several hands have gone

16 up. My | just ask a general question: Are the hands

17 t hat have gone up offering specific suggestions around

18 | abel i ng changes? In other words, can we go around --

19 okay. So perhaps what we can do is vote on this and if
20 we vote no further | abeling changes, then we won't have
21 much to add. But if we vote that we would recomend

22 further |abeling changes, perhaps we can specifically
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1 call them call out what those |abeling changes woul d

be.

N

Dr. Rakowsky, do you have a question?

W

DR RAKOABKY: Just, can we ask that the
5 di vi sion present, once you're done the revisions to the
6 | abel, as an informational session to cone back to see
7 what changes were nmade? That may help in this vote to
8 see, instead of recommending, if there are things in the
9 wor ks al ready.
10 I|"mnot sure if that's in our purview as a
11 conmttee, but that may help in the discussion
12 CHAl RVAN ROSENTHAL: That nmay help sone with
13 t he organi zati onal |earning of the Pediétric Advi sory
14 Conmi ttee.
15 But let's go ahead and vote on this, then.
16 Al'l those who believe that no other |abeling changes
17 shoul d be recommended, please raise your hands.
18 (A show of hands.)
19 CHAl RVAN ROSENTHAL: All right. And all those
20 who feel that some |I|abeling change should be
21 recommended, pl ease raise your hand.

22 (A show of hands.)
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CHAl RVAN ROSENTHAL: All right. And any

abstenti ons?

(No response.)

CHAI RVAN ROSENTHAL: So let's go around the
tabl e and state your vote and then specifically call out
t he | abeling change or changes that you think are
i mportant for the agency to focus on. Dr. Reed?

DR. BHATIA: Dr. Rosenthal, before you go, |
focused on "no other” in bullet nunber 1. So | wthdraw
saying no; |'mgoing to say yes.

CHAl RVAN ROSENTHAL: Ckay, noted. Thank you.

Ckay, so let's go around the table. Dr. Reed,
will you get us started this tine? \

DR REED: This is Reed. | voted no. |
concur with Dr. Wefling on cleaning up the |abel, and I
am sending a signal to our colleagues at the agency that
I still believe that suicidal ideation night be
considered for addition as a possibility on the | abel.

DR. SANTANA: This is Victor Santana. | also
voted no and | woul d support the suggestions that were
made across the table for suggested changes. | think it

woul d be hel pful maybe if the chair or sonebody coul d
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1 summari ze what those are when we finish, because |'ve

2 been hearing different things and | think it would be
3 hel pful if at the end of this vote sonebody put forth
4 the three or four suggestions that we are all agreeing
5 upon.

6 DR. DRACKER: This is Bob Dracker. | assune

7 the vote is that there are or are not |abeling changes,
8 that there are | abeling changes, correct? So | vote yes
9 and | think we should again reconsider the fact that the

10 majority of these nedications are prescribed by

11 pedi atricians and that there should be a coment nade

12 with regards to the appearance and presence of

13 ext rapyram dal signs and al so potenti al }isks for the

14 exacerbation of tic-like disorders, both of which should

15 recommend further eval uation.

16 Oh, | have it backwards, so let me w thdraw

17 that vote. W' re confusing each other

18 So | vote no, there should be other |abeling
19 changes. So let nme clarify that. | apol ogi ze.
20 DR MOTIL: Motil. | voted no for simlar

21 reasons, in that | think the |abeling should clarify

22 extrapyram dal novenment issues and in the context of,
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1 al beit small nunbers, for that particular group of

2 observations | think probably the suicidal ideation

3 woul d qualify as another small grouping that deserves
4 revi ew

5 DR. WAGENER: Jeff Wagener. | voted no and |

6 voted in support of the FDA's plans for upcom ng

7 changes.

8 DR. TOMBIN: Kenneth Towbin. | voted no.

9 endorse and very much appreci ate the agency's revi ew of
10 the contraindications, particularly related to tic
11 disorders. | amon the fence about whether description
12 of nmuscl e nmovenent problenms and spasns m ght be added to
13 the list. | think that the |abel as it kurrently
14 describes bipolar kinds of synptons, which include
15 increasing depression, suicidal ideation in famly
16 menbers, and increasing depression, is sufficient to
17 cover what we have al ready.

18 DR KRI SCHER: Jeff Krischer. | voted no for
19 reasons previously stated by my coll eagues.

20 DR. WRI GHT: Joseph Wight. | voted no and
21 concur with the previous comments by Dr. Reed and others

22 with regard to suicidal ideation
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1 M5. EICHNER: Marilyn Eichner. | voted no.

2 I"d like to see the | anguage strengthened a little bit

3 on the suicide. But | do agree with the pediatricians;

4 once they see abnormal tics, they' Il automatically be

5 sent to the neurologist. | see that comonly happen.

6 DR CASTILE: |'m Bob Castile. | voted no

7 because after the discussion | remain sort of

8 unconfortable with just letting the issue of suicidal

9 i deation and extrapyramni dal effects just kind of drop.
10 | suspect that they'll be | ooked at further going
11 forward. I guess | wonder if they shouldn't be

12 specifically targeted going forward, particularly with
13 t he extrapyram dal effects. Maybe they Ean be better

14 defined in sort of future |ooks at serious adverse

15 events.

16 DR KAPLAN: Shelly Kaplan. | voted no

17 because of all the previous conments as well, and that
18 the suicidal ideation seens to be pretty serious as

19 well, just as serious as angioedema and serious
20 hypersensitivity reaction.

21 DR BAKER  Susan Baker. | voted no. | think

22 ny other colleagues have articulated pretty clearly the
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1 concerns and | concur with them

2 DR. WEFLING This is Bridgette Wefling and
3 I voted no around the depression, because | think the

4 depression wording needs to be clarified for the
5 pediatricians, the SI, hallucinations and delusions

6 should be clarified for the patient portion of the

7 information, and | would defer to Dr. M nk and Dr.

8 Towbin on the EPS.

9 | also wanted to nake a general coment: As
10 you are revising in the stinulant class in general, a
11 chart of equival ent dosing would be really hel pful for
12 pedi atricians, given the |ong-acting drugs now that are
13 on the market. And what do parents do ih the case of a
14 m s-dose, especially with the [ong-actings and the XRs?
15 And what are acceptable carriers for parents? Apple
16 sauce is the one that's been studied and if that's the
17 only choice then that should be so called out.

18 DR MNK: John Mnk. | voted no for reasons
19 al ready st at ed.

20 DR. BHATI A: Jatinder Bhatia, voted no.

21 DR FRANCO Israel Franco. | voted no. |

22 agree with Dr. Reed's contention that the warnings
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1 shoul d be nade avail abl e regardi ng suicidal ideation.

2 DR. H LLARD: Paula Hillard. | voted no,
3 related to the reasons stated by my col |l eague.
4 DR. WALKER: Leslie Walker. | voted no in

5 relation to the previous-stated coments.

6 DR FELNER  Eric Felner. | voted no, really

7 centering around the conorbidity of adding depression to

8 the warning.

9 DR. RAKOABKY: Al ex Rakowsky, voted no. Again
10 just to echo what Dr. Santana nentioned, we can come up
11 with maybe a list at the very end of our concerns.

12 DR WH TE: M chael Wite. | voted no, and |
13 appreciate the efforts of the FDA to reJise the | abeling

14 for all anphetam nes. Thank you.

15 CHAl RMAN ROSENTHAL:  Yes?
16 DR, LOUGHREN. This is Tom Loughren. That's
17 very helpful. | nust say that I"'mstill somewhat

18 puzzl ed about the focus on suicidal ideation. Again, as
19 was pointed out earlier, we did a pool ed anal ysis of al
20 the ADHD trials |ooking for a signal for treatmnent-

21 enmergent suicidal ideation and found none. There was

22 not hi ng com ng out of the controlled trials.
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1 Agai n, these drugs are very, very w dely used

N

and what you're seeing here is a handful of reports that

are very difficult to interpret individually with regard

W

to causality and are always inconplete. You never
5 real ly know what was happening with that child. It
6 m ght have another conorbid disorder that wasn't
7 identified or taking other nedications. Very difficult
8 to know what to do with that, and I would be very
9 reluctant to strengthen the |abeling, inplying that

10 there's some link to treatnent-induced suicidality when

11 we see none.

12 CHAI RVAN ROSENTHAL: Dr. Col dstein?
13 DR GOLDSTEIN: Brahm Gol dstein. M concern
14 is that depression and suicidality are conorbidities

15 that are known to occur with this disease, and | don't -
16 - | haven't seen any data that suggests that adding the
17 nmedi cation either potentiates it or results in a new

18 di agnosis. So I'mwondering if -- | actually have

19 personal experience with a son who went through this,

20 and the depression and the suicidality were there prior
21 to starting therapy. So ny concern is -- and actually

22 t herapy nmade things better.
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confusing the horse and the barn, so to speak.

CHAl RVAN ROSENTHAL: Al right. So let's go
ahead and just -- we've sort of touched on the first
bullet, but let's go ahead and specifically vote on this
first bullet as well, and then we can just go through
the list of thenes that energe fromthe di scussion

So the FDA is recomendi ng addi ng angi oedena
and anaphylaxis to the labeling. Al who support that
pl ease rai se your hands.

(A show of hands.)

CHAI RVAN ROSENTHAL:  Any opposed?

(A show of hands.)

CHAI RVAN ROSENTHAL:  Any absténtions?

(No response.)

CHAl RVAN ROSENTHAL: All right. Let's go
around the table and please tell us your vote, and feel
free to explain your vote if that would be useful. Dr.
Wi te.

DR WH TE: Mchael Wite. | voted yes
reluctantly, because it's ny inpression that any drug
can cause angi oedema and anaphyl axis, and this is a very

incidence that we've seen it. But it's always good to
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have that norm

DR. RAKOABKY: Al ex Rakowsky. | voted yes.
It |ooks Iike sone of the nethyl phenidate | abels already
have it in there, and there is a nove on the division's
part to nake it consistent throughout. So | think for
t hese drugs consistency is inportant.

DR FELNER Eric Felner. | voted -- | voted
no, for the sane reason that Dr. Wite voted yes.
nmean, there's a low incidence of it and | think when you
speak of nedications and anaphyl axis they go hand in

hand wi th any nedi ci ne you t ake.

DR. WALKER: Leslie Walker. | voted yes.

DR HI LLARD: Paula Hillard. ybs.

DR. FRANCO Israel Franco. Yes

DR BHATI A: Jatinder Bhatia. Yes.

DR MNK John M nk. Yes.

DR. WEFLING Bridgette Wefling. Yes

DR. BAKER  Susan Baker. No, but | would
defer to the FDA. If in the review of all of these

drugs of this classification you thought that that was
an inportant item to add, | would defer to your

expertise.

88
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1 DR KAPLAN: Shelly Kaplan. Yes.
2 DR. CASTILE: Bob Castile. Yes.
3 MS. EICHNER  Marilyn Eichner. Yes.
4 DR. WRI GHT: Joseph Wight. Yes.
5 DR KRI SCHER: Jeff Krischer. Yes.
6 DR. TOMBIN: Kenneth Towbin. Yes, concurring

7 wth Dr. Rakowsky.

8 DR. WAGENER: Jeff WAgener. Yes.

9 DR MOTIL: Kathleen Motil. Yes.
10 DR. DRACKER: Bob Dracker. No. | think this
11 is an isolated case. | think this is a diagnosis which
12 is a significant red flag for physicians who are

13 prescribing nedications, and | feel there is inadequate
14 information both clinically and with regards to the

15 eval uation of the particular patient.

16 DR. SANTANA: Victor Santana. | voted yes.
17 DR REED: M chael Reed. Yes.

18 CHAl RVAN ROSENTHAL: All right. So rather

19 than reiterate all that's in the record, I'Il just hit
20 on a few thenmes. It seens |like there is agreement that
21 the -- agreenment and support that the agency is

22 reassessing and is reconsidering sone of the |abeling
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1 around Focalin and Focalin XR

2 The topics that have cone up, there's been
3 sone di scussion with m xed response regardi ng addition
4 of labeling to describe angi oedena and anaphyl axi s, but
5 it seenms like there's a willingness to defer to the

6 agency's expertise around how to handl e that issue.
7 O her conversations that have cone up have
8 included the developnent, further developnent, and
9 detailing of the extrapyram dal synptons section to
10 i nclude nore broadly sone discussion of sonme of the
11 nmuscl e novenent di sorders that have been observed in
12 t hese adverse event reports.
13 You've heard sone concerns \about sui ci da
14 i deation and you've heard reasons why perhaps we shoul d
15 not be so concerned about suicidal ideation in a snal
16 subset of reports that we've seen. And | think you' ve
17 heard a request for sonme clarification regarding
18 hal | uci nati on and psychosis in the | abel.
19 Lastly, | think the commttee would benefit
20 fromseeing the end product of this process at sone
21 point. It is difficult to nake recommendati ons during

22 t hese neetings and then not -- and then not sort of
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1 close the loop. So | think that would be very hel pful

2 in terms of the organizational |earning of the Pediatric
3 Advisory Committee.
4 DR. MJRPHY: Unl ess we hear otherw se, when

5 you asked for that followup, we have a couple

6 mechani sns. One is that we sinply send it to you and

7 say: This is the follow up you' ve requested. That --

8 I"mtaking that as what you're asking.

9 The other is that we bring it back to the
10 conmttee as a whole in public and present it the
11 fol | ow up. So if I'm msinterpreting what vyou're
12 asking, you need to let us know, because | interpreted
13 that you just wanted us to send it to ydu. Do you want
14 us to bring it back for any further conmment?
15 DR M NK: Just one question. |If you send it
16 to us as followup informati on and for sonme reason we
17 are not happy with that, is there a mechanismto then
18 assure -- or does it require sone kind of threshold of
19 di sagreement to bring it back before the conmittee?
20 DR. MURPHY: | think what we would do is we
21 would look at the individual -- as |'ve said, we've done

22 this both ways. There's always the opportunity for
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people to send us comments back. Then if it's obvious
that we need to bring it back, we will. Sonetines we
receive comments that don't require that.

Tom wants to add sonet hi ng.

CHAl RMAN ROSENTHAL: Dr. Loughren?

DR. LOUGHREN: Yes, this is Tom Loughren.
We' d be happy once we finish that process to cone back
and give a brief update on where the changes are in the
| abel and the basis for them That wouldn't be a
probl em from our standpoint.

DR. MURPHY: So that's what |'masking: 1Is
the commttee confortable with us just sending it or do
you prefer that you have this as an update? | nean,
those are the options, to publicly present it to.

CHAl RMAN ROSENTHAL: Quick vote: How many
peopl e woul d be happy just receiving it as an email and
how many people would prefer to hear -- review the
changes and hear a brief rationale for why the changes
were made or were not made? All in favor of the enmmil
approach, please raise your hands?

(No response.)

CHAI RMAN ROSENTHAL: | think you have your
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1 answer .
2 (Laughter.)
3 DR. MJRPHY: That was visually clear. Thank
4 you.
5 CHAl RVAN ROSENTHAL: Ckay, I'Il clarify for

6 the record that no hands went up for choice AL So we'll
7 ask that the agency present the new | abel along with
8 some very brief presentation and discussion of why
9 changes -- where changes were made and why they were,
10 and in cases where the agency felt that changes were
11 best not made, that those be explained as well.
12 Thank you very nuch
13 All right, let's nove formardﬁ So, Dr. Sachs

14 wll also be presenting Daytrana. Dr. Sachs.

15 DAYTRANA ( METHYLPHENI DATE)

16 STANDARD REVI EW OF ADVERSE EVENTS

17 (Screen.)

18 DR. SACHS: Thank you for that discussion. So
19 we'll turn to Daytrana, where you're going to see that

20 several of these issues arise again.
21 (Screen.)

22 This outline will becone very famliar
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1 (Screen.)

N

Oiginally approved in 2006 in patients 6 to

12 years of age, Daytrana's safety review was triggered

W

by a labeling change related to a PREA requirenent that
5 expanded the indication to adol escents.
6 (Screen.)
7 For initial approval, efficacy in younger
8 children was based on two random zed double-blind,
9 pl acebo-controlled trials.
10 (Screen.)
11 One of these was a dose optim zation anal og
12 cl assroom study in 158 children and the second study was
13 an outpatient placebo- and active-cdntrolled usi ng
14 Concerta, or nethyl pheni date extended rel ease, in 270
15 children
16 (Screen.)
17 Simlarly, in response to the PMR to eval uate
18 adol escents, the sponsor conducted a random zed, doubl e-
19 bl i nd, placebo-controlled outpatient flexible dose study
20 in 270 adol escents. The trial found that there was a
21 statistically significant inprovement in one of the

22 val i dated scal es used to eval uate ADHD treat ment.
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1 (Screen.)

N

In July of 2006, as recommended by the

Pedi atric Advisory Commttee in March of that year, the

W

war ni ngs and precautions section of the |abeling was

5 expanded to include the cardi ovascul ar adverse events --

6 (Screen.)

7 -- as well as the psychiatric adverse events,
8 such as psychosis, mania, and aggression. The

9 information about growmh was added, along wth a

10 clarification that stinulants do in general |ower the

11 threshold for seizures.

12 (Screen.)
13 In addition to the expanded pediatric
14 i ndi cation, |abeling has been updated to include sone

15 skin reactions unique to the patch, as well as a |ack of
16 drug interaction between clonidine and net hyl pheni dat e
17 products.

18 (Screen.)

19 These contraindications do really ook simlar
20 to those of Focalin and there is a contraindication

21 regardi ng hypersensitivity in this | abel i ng.

22 Anaphyl axi s and angi oedema i s described in the post-
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1 mar ket i ng secti on.

2 (Screen.)
3 Turning to the warnings and precautions, |'d
4 just like to draw your attention to the two warni ngs

5 that are somewhat unique to the patch. You can have

6 contact sensitization as well as if patients use extra

7 heat that significantly increases the absorption rate

8 and potentially system c exposure adverse events.

9 (Screen.)
10 Once again, to put the adverse events you're
11 going to see in context, let's look at the use. You can
12 see that this product is also widely used in the
13 prescription popul ation. About 90 bercent of the
14 prescriptions are given to patients, prescription
15 patients, and a mmjority of +these are school-age
16 children as well.
17 Once again, you can see there is about a 6.5
18 percent of off-label use in patients |ess than 6. And
19 if you're trying to add these nunbers and have them sum
20 to 100, they won't because the kids age.
21 (Screen.)

22 This slide graphically | ooks at the use of al
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1 t he net hyl pheni date products, and you can see that

2 Concerta is in the top spot in 2010 and Daytrana was
3 nunber five.

4 (Screen.)

5 Simlar to Focalin, the top prescribers are

6 the pediatricians and psychiatrists, and the top

7 di agnosi s code is, unsurprisingly, ADD.

8 (Screen.)

9 So keeping these in mind, let's ook at the
10 adverse events. Paralleling the use, you can see that
11 the majority of them about half | guess, are in
12 pedi atrics, and 157 of these are serious and there were
13 two fatalities.

14 (Screen.)

15 The 145 adverse events that conprise the case
16 series that we examined are derived as follows. W took
17 the 157 reports, including the two deaths, and there

18 were two reports that were excluded, and that left us

19 with 145 -- I'msorry. There were ten reports, ten

20 duplicates that were excluded, |eaving us with 145.

21 (Screen.)

22 Once again, nost of these serious adverse
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1 events occurred in 6 to 11-year-old nmales with the

2 di agnosi s of ADHD. These again were nostly U S. cases,
3 except for one, and their duration of therapy ranged
4 fromone day to two years, with a nedian of a little

5 nore than a nonth.
6 Looking at the fatal adverse events, one was a
7 conpleted suicide in a 14-year-old femal e who had been
8 treated with a variety of stimulants. As you've seen
9 fromthe previous review, suicide, although rare, is not
10 unheard of.
11 The second adverse event occurred in an 8-
12 year-old female who was treated with 10 mlligrans of
13 Daytrana, had itching and redness that résolved, but
14 then died. Unfortunately, there was no clinica
15 information in this case and this report cane to the
16 agency over five years after it occurred, which neans we
17 couldn't really obtain any foll ow up.
18 (Screen.)
19 If we | ook at the remaining 143 non-fata
20 serious adverse events, you can see the breakdown.
21 Again, they are primarily neuropsych or neuronuscul ar.

22 17 were related to cardi ovascular, 10 related to growth
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1 di sturbance or weight 1loss, and then 4 cases of

2 insomia, and there's really a nunmber of m scell aneous
3 events.

4 (Screen.)

5 "Il do it the sane way. We'Ill focus nostly
6 on the unl abel ed adverse events. |[If you |ook at the

7 unl abel ed events again, you'll see suicidality cones up.
8 Then there is a handful of events related to

9 confusi onal states, paranoia or abnornmal behavior.
10 (Screen.)
11 First let me look at the adverse events
12 related to suicidality. There were two patients that
13 had possible suicide attenpts. One was é si x-year-old
14 mal e, who did put a cord around his neck when a 20-
15 m|ligram patch was placed, and his suicidal thoughts
16 resol ved when the patch was di scontinued, and then they
17 recurred when it was rechal |l enged again at that dose,
18 but resol ved when the dose was | owered.
19 Then there was a nine-year-old fermal e who had
20 bi pol ar di sorder, anxiety, and aggression, who did have
21 a past history of suicide attenpts. A suicide attenpt

22 was reported without any detail in the report.
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1 (Screen.)

N

Six of the reports also do describe suicidal

i deation and three of themdid resolve once the Daytrana

W

was discontinued. In this group of reports, all three
5 of these and the three remaining did have possible
6 conf ounders: famly history or depression or
7 concomtant nedicines also |abeled for suicidality.
8 Then there was a report of a self-injury where a
9 young man cut his face with a pair of scissors, and an
10 11-year-old that was hospitalized for being a "danger to
11 hersel f," but she was not consi dered to be suicidal.
12 As you' ve heard, the sane scenario kind of arises.
13 Even t hough suicide is unlabeled, the réports are
14 really rare considering the use.
15 (Screen.)
16 There were two adverse events related to
17 confusi onal states or disorientation. One was a SiXx-
18 year-old nale and another a ten-year-old female, and
19 both of these patients needed a visit to the energency
20 roomor urgent care clinic, with a resolution of the
21 events. Related |abeling does include hallucinations as

22 well as a warning about the behavioral changes.
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1 (Screen.)
2 There was a nine-year-old who devel oped
3 paranoia with what seens to be a fairly extrenely
4 irrational fear of snakes, that persisted after Daytrana
5 was di scontinued. Al though paranoia is again not
6 specifically described in labeling, it is -- agitation,
7 anxi ety, is one of t he contraindi cati ons and

8 hal lucinations is outlined in the post-marketing

9 section.
10 (Screen.)
11 Then the | ast two unl abel ed neuropsych events
12 revol ve around sonme abnormal behavior: one patient who
13 had some ki nd of funny eating behaviors,\but t hese
14 events resolved even with continued treatnent. And then
15 there was an 11-year-old who had sone trichotill omani a
16 sone tine after starting the Daytrana.
17 (Screen.)
18 So if we |ook at the neuronuscul ar adverse
19 events, the pattern seens a little bit famliar to what
20 you heard with Focalin. There were seven reports
21 rel ated to neuronuscul ar events and, although tics and

22 dyski nesia are | abel ed, the EPS synptons are not.
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1 (Screen.)

N

Here | give you a little nore details of the

dystonia. You can see that there was a six-year-old

W

male who did indeed have a positive challenge,

5 dechal | enge, and rechal | enge, but he was on ol anzapi ne,
6 which is | abel ed, of course, for dystonia.

7 There was a seven-year-old nmal e who required
8 hospitalization with dystonia, akathisia and el evated

9 bl ood pressure, and of course the inpact of his blood

10 pressure on events is not really clear. Then

11 lastly, there was a five-year-old who had sone
12 i nvol untary tongue protrusion.

13 (Screen.)

14 The remaining 19 neurological events are
15 | abel ed, 18 related to a seizure and one to a stroke.

16 The breakdown of the 17 cardiovascular events are
17 provided on this slide and you can see all of themare
18 | abel ed, including chest pain, syncope, tachycardia, and
19 asystol e.

20 (Screen.)

21 Ten patients experienced grow h di sturbance or

22 weight loss and all of these are |abel ed events.
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1 (Screen.)

N

Four patients experienced insomia, which is

described in adverse reactions, but one of these

W

patients received three tines the recomended dose of
5 Daytrana and the others were taking concurrent nedicines

6 that are associated with i nsomi a.

7 (Screen.)
8 Agai n, the remaining adverse events fall in
9 the m scellaneous category. About half of these,

10 application site reactions and quality issues and
11 adhesi ve products, or problens, are unique to the patch
12 and are actually known. 31 remamining really didn't seem
13 to show a pattern and were single cases énd, al t hough

14 there were two cases of anaphylaxis, the | abeling does

15 have that contraindication and a |isting of anaphylaxis

16 in the post-nmarketing section.
17 (Screen.)
18 This concludes the pediatric safety review for

19 Daytrana. The PREA studies resulted in an expansi on of
20 the indication to adol escents. W actually didn't
21 detect any new safety signals, and recommend conti nued

22 nmonitoring. We'd be interested to hear your discussion,
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1 which | imagine will be very simlar to the Focalin
2 (Screen.)
3 CHAI RVAN ROSENTHAL:  Thank you
4 Coments? Dr. Towbin

5 DR TOMBIN. Well, | just have one question

6 which may be a bit arcane. But some of us are very

7 i nterested in what happens with transder nal

8 adm ni stration devices in the MR environment. Now,

9 Dayt rana happens to be one of those that we understand
10 is safe, but I was wondering whether the agency has any
11 consi deration about addi ng | anguage for these kinds of
12 devi ces that woul d make cl ear what the safety of a patch
13 would be in an MRl environnent, since sdne are and sone
14 are not?

15 | don't know whether there's any obligation

16 about that, but it is sonething that conmes up as a

17 safety problem Some of the patch materials have

18 netallic fibers in themand they can heat up and cause
19 burns. So | think about this as being akin to a drug-
20 drug interaction. It just happens to be a device-device
21 interaction. | was just curious whether there was any

22 t hought about addi ng those kinds of things to the |abels
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or if that's an issue.

CHAI RVAN ROSENTHAL:  Dr. Loughren.

DR LOUGHREN: It's sonething that hadn't
occurred to ne before. | don't think there's any netal
in these patches, but we'll look into it.

DR. HAUSMAN: Et han Hausman from FDA. There
was recently an FDA-DI A-sponsored transdermal patch
conference, | believe | ast Septenber. | don't have the
agenda here on hand right now, but | believe that was
one of the discussion points at one of the breakout
groups. | can't comment on anything that's being done
about it, but please remind us to keep it on the radar.

DR. MURPHY: We'll follow up V\;i'[h our derm
people, because we don't have any of them here,
dermatol ogy group. But it sounds |ike they already are

aware of this and already are |looking into it. But

we'll make sure they get your coments.

CHAI RVAN  ROSENTHAL: Doctors Santana and
Dr acker .

DR SANTANA: It's Victor Santana. | was

| ooki ng at the nunber of patients exposed and the nunber

of prescriptions for the previous product, Focalin, that
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1 had 167 events. Then this product had a much smaller

2 popul ation of people exposed to the agent, half a

3 mllion, wth 2.8 prescriptions, but there were a
4 sim | ar nunber of events.

5 Now, granted they appear to be in the sane

6 profile class of events. But can you comment on the

7 [imtations of ny interpretation where | get a sense

8 that there's nore events with this product, or are there

9 ot her reasons that |'m not quite understanding of why
10 this product woul d appear to have nore events associ ated
11 withit?
12 DR. SACHS: The pattern, reporting pattern of
13 adverse events, is interesting and sonet}nes we see a
14 ot nore adverse events right after a product is
15 | aunched. So sonetinmes that can account for it because
16 you're seeing the nore recent. The OSE, Vicky, you can
17 correct me, but | think a lot of these also are rel ated
18 to the patch itself.
19 DR. MJRPHY: Do we have any expertise to talk
20 about whet her the exposure peaks are any different in
21 any way?

22 DR HUANG Vi cky Huang. Dr. Sachs is
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1 correct. Actually, in 2011, |ast year, we received a

2 large influx of reports and prinmarily regarding the

3 application site reactions, which is an issue that the

4 agency is aware of and we're working on this issue.

5 DR, SANTANA: To follow up, so a large

6 proportion of this nunerical difference is related to

7 these transdermal issues in terns of skin effects and

8 things Iike that? |Is that what you're saying?

9 DR. HUANG Yes. As you can see, the serious
10 pediatric reports, it's only 157 reports, whereas the
11 total is 968. So the majority of these were non-serious
12 and a |large nunber of themwere related to the patch
13  issue. \
14 DR. SANTANA: But that's precisely ny point,
15 that the "Serious" nunmber columm here is very simlar to
16 t he "Serious" nunmber columm of the previous product. So
17 it's not because of the dermatol ogical effects that the
18 nunber proportionally | ooks different.
19 DR HAUSMAN:. That's correct.
20 DR. WARD: Bob Ward. | just want to caution
21 about trying to make the AERS quantitative. A little

22 publicity and suddenly reports conme in and things, |
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1 don't know, can be di sproportionate.

2 DR. MJURPHY: | think it's an interesting

3 question, though, is 1is there anything about the
4 phar macoki netic or rate-peak curve, anything like that,
5 that would be different. |1'msure people |ooked at this

6 carefully. W just don't have sonebody here who can
7 answer that question for you. But we will go back and
8 follow up on that.
9 CHAl RVAN ROSENTHAL: Dr. Dracker.
10 DR. DRACKER: There are two issues regarding
11 this product. First is the fact that the greatest
12 difficulty for clinicians is appliance. There is a
13 fairly significant incidence of |ocal diéconfort and
14 problems with it, and we're unsure as to whether they
15 are using the product properly.
16 The second issue is wth regards to the
17 application time. W have a great deal of difficulty in
18 how long it stays on and if the parents are diligent
19 about taking it off when they're supposed to, because
20 there is additional drug in it and leaving it on for
21 ext ended periods of time can result in greater drug

22 delivery.
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CHAI RVAN ROSENTHAL: Dr. Wefling.

DR. WEFLING Not to bring it back too much

to the last conversation, but | did want to point out
two things. The paranoia is | think adequately
addressed in its description. It doesn't say
"paranoi a,” but -- on page 23, and | think they' ve done

a good job. And that's the kind of |anguage that |
woul d have |iked to have seen in Focalin for the
parents.

Then on page 12 for the pediatrician it has
"Toxi c Psychosis" |isted under "Nervous Systeni and
under "Psychiatric" it just says "Transi ent Depressed
Mood." | think that that nmight be tweaked a little
because | don't think that totally represents what we
see.

CHAI RVAN ROSENTHAL:  Yes?

DR. KRl SCHER: Jeff Krischer. Havi ng
participated in several of these, the presentations I
find always interesting. But from an epi dem ol ogi cal,
statistical point of view, | do think that the
presentati ons al ways dwell on the nunerators, don't

dwel |l on the denom nators. | think that it doesn't
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1 either take into account duration of exposures.

2 So | woul d suggest for consideration by the
3 FDA that indeed one can report these in terns of
4 i nci dence rates and confidence intervals and one can

5 also ook at the rates relative to duration of exposure.
6 That would put all this into context, because right now
7 we're reacting to just nunerators and ny col | eague
8 Victor and | agree, it's hard to interpret what this
9 real ly means.
10 Not to nmake it too overly conpl ex, but one
11 could certainly, given the incidence rates, indicate
12 what we woul d have in terns of 95 percent confidence
13 intervals of the expected or the dbserved adver se
14 reactions. That is to say, one could look at this and
15 say that the rate -- we're 95 percent sure that the rate
16 is under .1 percent or some nunber |ike that, that would
17 give us sonme way to interpret these nunerators.
18 O herwise they're all being presented with the same
19 force of evidence in this type of presentation.
20 DR, MJURPHY: From the beginning of this
21 comittee, this has been the issue that we have

22 struggled wth: How do you take -- provide any
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1 denom nator data. You have two di sconnected pieces of

2 information. So |'ve asked Dr. MMhon, who was in our
3 O fice of Epidem ology and spent the |ast couple years
4 trying to help us with this issue, to say what sone of

5 t he chal | enges are.

6 DR. McMAHON: Hi. This is Ann McMahon. | had
7 been in the O fice of Surveillance and Epi dem ol ogy and

8 amnow in the Ofice of Pediatric Therapeutics. Before

9 any of that, | was over in the Ofice of Biostatistics

10 and Epi dem ol ogy over at CBER

11 So |'ve thought about and tal ked a | ot about
12 this topic with a nunber of different people. | don't
13 pretend to have the answer at all, but f can tell you a
14 l[ittle bit about the kinds of conversations that |'ve
15 had. | think the thing about these passive surveillance
16 systens -- and this is true of the Vacci ne Adverse Event

17 Reporting System and the Adverse Event Reporting System
18 -- is that the nunbers are extrenely inprecise, as

19 sonebody was al luding to just now.

20 | think the reason that we do not in genera
21 at the FDA present these kinds of information as |inked

22 to duration of use and confidence intervals are several
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1 One of themis that the information in the nunerator

N

that is the nunber of reports thenselves, is very

i mpreci se and subject to a lot of publicity, various

W

different types of -- because it's passive reporting, is
5 subject to various different types of changes that are
6 spont aneous.
7 The other is that the denom nator, as Dr.
8 Mur phy mentioned, is not linked to the reporting system
9 itself. So we're not really sure that the nunber of
10 people that we're putting in our denom nator are exactly
11 t hose people that are relevant to the numerator.
12 So for those reasons and several nore, we
13 general ly don't put confidence intervalé around our
14 nunbers or make theminci dence rates, because we don't
15 feel that they really can be called such. But that's
16 not a -- it's not the be-all and end-all answer, but
17 that is a general sense of what the discussions have
18 been at the FDA
19 DR MJRPHY: | guess what you're hearing is
20 t hat people have really thought about this a | ot and
21 tried to figure a better way, and we' ve been doing this

22 now since, | don't know, 2002 and we struggle with the
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commttee trying to give nore precision to inprecision.
And | think we've cone to the conclusion that we'd
rather not dress it up as sonmething it's not, because we
can't.

Adverse event reporting, we've even gone back
and tried to find where that original estimte -- we get
a tenth maybe of the reports. Then you saw what we get
when we get them So trying to make it nore than it is,
as Dr. Ward said, is sonething that we're hesitant to
do. So that's what you're hearing from us.

We understand the frustration of the commttee, but
that's why we bring a bunch of you together, to
basically say, this is what we think thé limtations
are; despite all that, we still think froman informng
point of view it would warrant saying sonething
differently than you do, or we think, based on the
[imtations of the data, you shouldn't do anything nore
at the tinme until you get better data.

And you' ve done, the commttee' s done that
with a variety of products. W' ve been through the
SSRI's and many ot her analyses. W're doing that with

the netabolic syndrome. W look at this process as
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1 signal -generating, that we then we bring to the

2 conmttee to have you give us your ideas. And if you

3 can be certain about something and you feel very
4 strongly, it's an opportunity to say that.

5 So yes, we wish we could cone up with a better

6 metric for it.
7 CHAl RVAN ROSENTHAL: So | think the committee
8 will be -- it will be fun when we reach the point that
9 was described in Dr. Spielberg's vision, where we
10 actually are able to |ink some of these things nore
11 directly and infer, make stronger inferences fromthe
12 observations that we have.
13 Al right. vell, if theré aren't other
14 conmments, let's go ahead with this --
15 DR. MJRPHY: Geof, just one other thing. |
16 think, Mtch Mathis, did you want to point out to them
17 where sonme of this information on the differences in the
18 phar macoki netics are avail abl e between the patch and
19 ot hers?
20 DR MTCH MATHIS: Mtch Mathis. Wll, it's
21 in the labels in section 12 for both of them You can

22 see the pharmacokinetics are quite different between the
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1 patch and the extended rel ease formulation, the Focalin

2 that we just tal ked about. For one thing, it |ooks |ike
3 you don't get the sanme |evels of what we woul d consi der
4 ef ficacious until much later with the patch. Then, as

5 was pointed out, it's inportant to take the patch off
6 when it's supposed to cone off because those |evels stay
7 up for a while.
8 | just wanted to nake the point that all that
9 information is in the labeling and if you conpare the
10 two you can see those differences.
11 CHAl RVAN ROSENTHAL:  Thank you, Dr. Mathis.
12 All right. Oher comments before we nove
13 ahead with addressing the question beforé us?
14 (No response.)
15 CHAl RVAN ROSENTHAL: All right. So the FDA is
16 reconmendi ng continued routine nmonitoring for Daytrana
17 and the question is does the commttee concur. Al in

18 favor, please raise your hands.

19 (A show of hands.)

20 CHAI RMAN ROSENTHAL: Thank you. Any opposed?
21 (No response.)

22 CHAl RVAN ROSENTHAL:  Any abstentions?
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(No response.)

CHAl RVAN ROSENTHAL: All right. Let's go
around the room Dr. Wite, will you get us started.

DR WHITE: | voted yes. | would like you to
take into consideration the previous comments on
met hyl pheni date, and al so woul d you pl ease consi der,
reconsider, the classification of eating erasers as
nor mal devel opmental behavior? Dr. Rakowsky and | would
appreci ate that.

DR. RAKOABKY: Rakowsky, concur. And yes, |I'm
a forner eraser eater.

(Laughter.)

DR. FELNER. Eric Fel ner, yesﬁ
WALKER: Leslie Wal ker, yes.

HI LLARD: Paula Hi |l ard, yes.
FRANCO |srael Franco, yes

BHATI A:  Jati nder Bhatia, yes.

M NK:  John M nk, vyes.

W EFLING Bridgette Wefling, yes.
BAKER: Susan Baker, yes.

KAPLAN:  Shel Iy Kapl an, yes.

T 3 3 3 3 3 D DD

CASTI LE; Bob Castile, yes.
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1 M5. EICHNER: Marilyn Eichner, yes.

2 DR. WRI GHT: Joe Wight, yes.

3 DR. KRI SCHER: Jeff Krischer, yes.

4 DR. TOMBIN. Kenneth Towbin, yes.

5 DR. WAGENER: Jeff WAgener, yes.

6 DR MOTIL: Kathleen Mtil, yes.

7 DR. DRACKER:. Bob Dracker, yes.

8 DR. SANTANA: Victor Santana, yes.

9 DR. REED: M chael Reed, yes.
10 CHAl RVAN ROSENTHAL: All right. Tinme for a

11 break. Al in favor?

12 (Laughter.)
13 CHAl RVAN ROSENTHAL:  Qui ckly before we break
14 let's cone back in 15 mnutes. According to ny watch

15 it is 25 after, so let's start at 20 of, just to get a
16 junp on the second session of the norning.

17 |'d just like to rem nd people to please not
18 di scuss the workings of the neeting or the topics of the
19 meeting on the break. W need all comments and
20 reflections entered into the record. So thank you very
21  nuch.

22 (Recess from10:24 a.m to 10:41 a.m)
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CHAI RVAN ROSENTHAL: Let's go ahead and get

started. For the late norning session, we'll be talking
about Seroquel, and Dr. Beth Durmowicz wll be
presenting. She received -- and |I'mjust going to give

her a short introduction. She received her nedical
degree fromthe University of Cincinnati College of

Medi ci ne and conpl eted her internship and residency at
the University of Colorado Health Sciences Center. Her
area of clinical practice is children and youth with
speci al health care needs. W're happy to have Dr.
Durnowi cz present to us today. Thank you.

Thank you very nuch.

Ch, and the other thing that I\ need to just
comment or put into the record is that Dr. Franco is
recused from di scussi on of Seroquel, and it |ooks Iike
he's not at the table.

SEROQUEL ( QUETI API NE FUMARATE)

STANDARD REVI EW OF ADVERSE EVENTS

DR. DURMOW CZ: All right. Good norning.

(Screen.)

| will be presenting the pediatric focused

safety review for Seroquel.
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(Screen.)

The presentation will follow the comonly used
outline that we've used in other advisory conmttee
presentations. In addition, I'Il be briefly presenting
two of the previous safety reviews and advisory
comm ttee di scussions.

(Screen.)

Seroquel , quetiapine fumarate, is applied as
an oral tablet preparation and available in six
different strengths. The product is an atypica
antipsychotic marketed by AstraZeneca. O note, there
is also an extended rel ease formul ati on of queti api ne,
Seroquel XR, which is approved for \use in adult
patients.

(Screen.)

Thi s product does have PREA PMR to study
schi zophrenia and bipolar mania and depression.

Al though the focus of this reviewis the i mediate
release formulation, the safety review covers al
reports for quetiapine fumarate.

(Screen.)

Seroquel is approved for the treatnent of
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1 schi zophrenia in adult and pediatric patients 13 to 17

2 years and for the treatnment of bipolar mania in adult
3 and pediatric patients 10 to 17 years. Additional
4 i ndi cations approved in adults include the treatnent of

5 bi pol ar depressi on and nai nt enance treatnment of bipolar
6 di sorder
7 A PREA post-nmarketing requi r emrent i's
8 out standi ng for the bipolar depression indication. Wen
9 the data to satisfy this PREA PMR are submtted and
10 reviewed, a pediatric |abeling change will occur and a
11 pedi atric focused safety review and Pedi atric Advisory
12 Commttee presentation will occur one year after that
13 | abel i ng change. \
14 (Screen.)
15 Queti api ne was originally approved in
16 Sept enber 1997 and pediatric exclusivity was granted in
17 January 2009. The pediatric |abeling changes occurred
18 in Decenber 2009 and resulted fromdata submtted from
19 studi es requested under BPCA as well as studies required
20 under PREA.
21 (Screen.)

22 The efficacy of Seroquel use in the treatnent
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1 of Seroquel use in the treatnment of schizophrenia in

2 pediatric patients was established in a six-week,
3 doubl e- bl i nd, pl acebo-controlled study of two doses of
4 Seroquel . 147 patients were treated with Seroquel. As

5 you can see, the nunbers were approxi mately equally

6 di stributed between the | ow and hi gh dose groups. This

7 study was requested under BPCA.

8 (Screen.)

9 The efficacy of the Seroquel in the treatnment
10 of bipolar mania in pediatric patients was established
11 in a three-week study. This study was al so doubl e-

12 bl i nd, placebo-controlled, and conpared two doses of

13 schi zophrenia to placebo. 193 patients ﬁere st udi ed and
14 again the nunbers were approximately split between the
15 two dosing cohorts. This study was requested under BPCA
16 and required under PREA

17 (Screen.)

18 Safety data were collected during the two

19 efficacy studies and in an open-I|abel, 26-week trial

20 which enrolled patients with both schizophrenia and

21 bi pol ar disorder. O the 381 patients enrolled in the

22 long-termstudy, a little over 60 percent conpleted the
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1 st udy.
2 Saf ety assessnent s i ncl uded physi ca
3 exam nation, vital signs, weight, BM, EKG |aboratory
4 eval uati ons, and assessnents of extrapyram dal synptons.
5 (Screen.)
6 No deaths occurred in the clinical trials and

7 the incidence of serious adverse events were deened to

8 be simlar between the quetiapine and pl acebo-treated

9 patients. The majority of the serious adverse events
10 were potentially related to the underlying psychiatric
11 di agnosis. Wth the exception of increases in pulse and
12 bl ood pressure, the conmon adverse events identified in
13 the pediatric patients were simlar to those seen in the
14 adul t patients.
15 (Screen.)
16 This table enunerates the incidence of
17 treat ment-enmergent adverse reactions that occurred
18 during the efficacy trials in 5 percent or nore of
19 Seroquel -treated patients and when the incidence in the
20 Seroquel -treated patients was at |east tw ce that of
21 pl acebo patients.

22 As you can see -- and I'mgoing to try to use
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1 t he nouse -- the somol ence -- Is that showi ng up?
2 Somol ence and di zzi ness were the nbst comon adverse
3 events in both trials, and these data were added to
4 | abel i ng.
5 (Screen.)
6 As stated earlier, the studies identified
7 increases in vital signs. The nmean change anal ysis

8 reveal ed an increase in supine and standing pulse and in
9 systolic and diastolic blood pressure in the quetiapine

10 gr oups. This table provides an exanple of the data and
11 provides the pooled data of clinically inportant shifts
12 in supine vital signs that occurred at any time during
13 the study. As you can see, the quetiapihe groups were
14 associated with a greater percentage of patients with
15 elevations in supine pulse, supine systolic blood

16 pressure, and supine diastolic blood pressure.

17 (Screen.)
18 Mul tiple sections of the | abeling were updated
19 with pediatric information fromthe trials. |1'mgoing

20 to spend a fair anount of time discussing those | abeling
21 changes as inportant data describing the adverse events,

22 especially the met abol i c adverse events, wer e
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1 i ncor por at ed.
2 (Screen.)
3 The new i ndi cati ons were added. In addition
4 subsection 1.3 also states that pediatric schizophrenia

5 and bi polar 1 disorders are serious disorders wth

6 di agnostic chal |l enges. Medication therapy should be

7 initiated only after a thorough di agnostic eval uation

8 and careful ~consideration to nedications, and that

9 medi cation should be part of an overall programthat
10 i ncl udes psychol ogi cal , educati onal , and soci a
11 i nterventions. Dosage and administration was also
12 updated to provide dosing recomrendations for both
13 condi ti ons.
14 (Screen.)
15 A nunber of | abeling changes were nmade in the
16 war ni ngs and precautions section of labeling. This
17 slide provides an overview. A children and adol escents
18 subheadi ng was added to five of the subsections and a

19 new warning regarding increased blood pressure in

20 adol escents was al so added. | will discuss the changes
21 to these subsections in nore detail in subsequent
22 sl i des.
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The cataract warni ng was changed from j ust
stating that |ens changes have been observed in patients
to state that | ens changes have al so been observed in
adults, children, and adol escents.

(Screen.)

Subsection 5.4, hyperglycem a and di abetes,
added a children and adol escents subheadi ng and provides
t he incidence of the nean change in fasting glucose
|l evel s for Seroquel and placebo-treated patients.
Label ing notes that there was no patient with baseline
normal or borderline fasting glucose that had treatnent-
energent bl ood glucose |levels greater or equal to 126
mlligrans per deciliter. \

For section 5.5, hyperlipidema, a children
and adol escents subheadi ng was al so added, and a table,
which is shown on the next slide, provides data on the
[ipid profiles.

(Screen.)

This is table 4 fromsection 5.5 of |abeling,
with the percentage of pediatric patients with changes
in total cholesterol, triglycerides, LDL chol esterol

and HDL chol esterol. Now, as you can see, the Seroquel -
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1 treated patients consistently had el evations of their

2 i pids conpared to placebo.
3 (Screen.)
4 The weight gain subsection of |[|abeling

5 provi des wei ght increase data fromthe efficacy and

6 long-term clinical studies wunder a children and

7 adol escents subheading. The table on this side is from

8 | abeling and provides the percentage of the patients in

9 the efficacy trial with weight gains 7 percent of their
10 body weight or greater in Seroquel and treated patients.
11 As you can see, this anpunt of weight gain was
12 identified in 21 percent of the Seroquel-treated
13 patients with the schizophrenia indicatibn, conpared to
14 7 percent in placebo; and this weight gain occurred in
15 12 percent of patients, Seroquel-treated patients, in
16 the bipolar treated patients, versus none in the
17 pl acebo. The hi gher weight gain observed in this study
18 may be due to the |onger duration of that study in
19 schi zophrenia. The nmean change in body weight in
20 Seroquel -treated and pl acebo-treated patients is al so
21 provided, as well as data fromthe | ong-term study,

22 which includes nean increase in body weight and the
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1 percent age of patients that gained 7 percent or nore

2 body wei ght .
3 (Screen.)
4 Subsection 5.5 was added to |labeling and

5 provides the data fromthe efficacy and long-termtrials
6 on bl ood pressure changes. The incidence of increases
7 in systolic blood pressure 20 mllineters of mercury or
8 greater and increases in diastolic blood pressure of 10
9 mllineters or greater in the Seroquel -treated patients
10 in the efficacy studies is provided. The war ni ngs and
11 precautions al so stated that bl ood pressure should be
12 nmeasured at the begi nning and during treatnent.
13 (Screen.) \
14 A children and adol escents subheadi ng was al so
15 added to hypot hyroi di sm and hyper prol acti nem a war ni ngs
16 and precautions. Labeling provides the incidence of

17 potentially inmportant shifts in thyroid and prolactin

18 | evel s in the Seroquel and placebo-treated groups.

19 (Screen.)

20 Movi ng on to the adverse reactions section of
21 | abeling, a children and adol escents subheadi ng was

22 added in the clinical study experience subsection and
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1 notes that the data provided are derived froma clinica

2 study dat abase of 1,000 pediatric patients, of which 677
3 were exposed to Seroquel .

4 The incidence of discontinuation -- the

5 i nci dence of discontinuation due to adverse reactions

6 and t he adver se reactions associ at ed with

7 di scontinuation for quetiapine and placebo-treated

8 patients is provided, and the incidence was higher in

9 this Seroquel -treated patients. The commonly observed
10 adverse reactions are presented in |abeling and text and
11 tabular format. | wll present an exanple of the table
12 fromlabeling in the next slide.
13 Adverse events potentially }elated to the
14 i ncreased dose are al so provided and included dizziness,
15 dry nouth, and tachycardi a.
16 (Screen.)
17 This table is table 12 fromlabeling and it
18 provides the incidence of adverse reactions that
19 occurred during the schizophrenia trial in 5 percent or
20 nore of patients treated with Seroquel and the incidence
21 in patients treated with Seroquel was at |east tw ce the

22 i ncidence in placebo-treated patients. As you can see,
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1 in the schizophrenia trial somol ence was the nost
2 conmon AE, followed by dizziness and then by dry nouth
3 and tachycardi a.
4 A simlar table is provided with data fromthe
5 bi pol ar study. In addition to these commonly seen

6 adverse events fromthe schizophrenia trial, the bipolar
7 trial also had fatigue, increased appetite, nausea,

8 vom ting, and weight increased as frequent events.

9 (Screen.)
10 Resul ts from pool ed data are al so provi ded and
11 i nclude the adverse reactions observed again in the 5

12 percent or greater of Seroquel patients and the
13 incidence in patients treated with Seroduel was at | east
14 twce the incidence in placebo. A table provides the

15 i nci dence of approxinmately 25 adverse reactions for

16 which the incidence in patients treated with quetiapi ne
17 was 1 percent or greater than the incidence in patients
18 treated wth pl acebo.

19 (Screen.)

20 Data regarding extrapyranmdal synptons are
21 also included in section 6.1, wth data from the

22 controlled efficacy trials. The aggregated incidence of
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1 EPS i s provided and was increased in both studies. In
2 addi tion, adverse experience potentially associated with
3 EPS are provided in tabular format for both efficacy
4 studies, as you'll see in the next slide.
5 (Screen.)
6 This is table 15 from | abeling, which provides

7 t he adverse experiences potentially associated with EPS
8 in the schizophrenia efficacy trial. A simlar table
9 provides data fromthe bipolar efficacy trial and, as

10 you can see, there was not a dose response identified in

11 either trial

12 (Screen.)

13 The adverse reactions reported\fron1the | ong-
14 term open label trial also provided -- these are
15 provided in [abeling text. However, | presented the

16 data in tabular formon this slide. These are reactions
17 that occurred in 5 percent or nore of Seroquel-treated
18 patients.

19 (Screen.)

20 Section 6.2, vital signs and |aboratory
21 val ues, states that increases in blood pressure have

22 been reported with quetiapine use in children. Vital
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1 sign data from the pediatric efficacy trials are

2 provi ded under a children and adol escents subheadi ng.
3 For both the short-termefficacy studies, the incidence
4 of potentially clinically significant increases in heart

5 rate and the nean increase in heart rate are provided

6 for both doses of Seroquel and pl acebo.

7 (Screen.)

8 The pediatric use subsection previously just

9 stated that safety and efficacy were not established in
10 pediatric patients. Information was added to | abeling
11 on the general adverse reactions in the pediatric
12 clinical trials conpared to adult trials. The approved
13 and unapproved indications are identifieﬁ with a brief
14 description of the trials supporting approval, and
15 differences in the PK in pediatric patients are noted.
16 (Screen.)
17 The children and adol escents subheadi ng was
18 also added as section 12.3, pharmacokinetics, and
19 pediatric PK is described and conpared to adult data.
20 The children and adol escents subheadi ng was al so added
21 to section 14.1 and 14.2 and these sections provide a

22 brief description of the clinical studies.
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1 (Screen.)

N

| ncreased bl ood pressure in pediatric patients

was added to the patient counseling information and the

W

nmedi cation guide. In addition, potential side effects
5 with Seroquel use in pediatric patients is provided in
6 t he nedication guide. These were the nost conmon
7 adverse events that we've di scussed.
8 (Screen.)
9 Additional labeling that's relevant to the
10 safety review includes a boxed warning. Quetiapine has
11 a boxed warning stating the increased risk of suicida
12 t hi nki ng and behavior in pediatric patients and young
13 adults t aki ng anti-depressants for\ psychiatric
14 di sorders.
15 (Screen.)
16 The product has 23 warni ngs and precauti ons.
17 Rel evant warnings and precautions not previously
18 described are provided on this slide and the foll ow ng
19 sl i de. The sui ci de war ni ngs and neur ol ogi c,
20 hemat ol ogi ¢, cardi ac, and gastrointestinal warnings are
21 all relevant to findings fromthe safety review

22 (Screen.)
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1 Addi tional relevant safety data are provided
2 in the pregnancy subsection, overdosage, patient
3 counsel ing, and nedi cati on gui de.
4 (Screen.)
5 Moving on to our denom nator, our drug

6 utilization review, an analysis of quetiapine use in the
7 outpatient retail setting was performed. During the 20-
8 nmont h period from Decenber 2009 through July 2011, over
9 20 million quetiapine prescriptions were dispensed to

10 over 3 mllion patients. Over 1.5 mllion prescriptions

11 were dispensed over 260,000 pediatric patients. Looking

12 at total market share, the Seroquel imedi ate rel ease

13 tablets represent a little nore than 80 bercent of the

14 mar ket share.

15 (Screen.)

16 This table provides estinmated nunber of

17 patients who received a dispensed prescription for

18 queti api ne products stratified by patient age. So of

19 the over 3 mllion total patients, as you can see 8

20 percent were in the pediatric age group. Use in the

21 unapproved age group for Seroquel was 1.2 percent and

22 for Seroquel XR was |ess than 1 percent.
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1 The top prescribing specialties for quetiapine
2 prescriptions are psychiatry and general practice-famly
3 medi ci ne. Pediatricians accounted for 1 percent of
4 Seroquel and less than 1 percent of Seroquel XR
5 prescriptions. Affective psychoses was the top

6 di agnosi s code in pediatric patients for Seroquel in the
7 unapproved and approved age range, and bipol ar affective
8 was the top diagnosis code in pediatric patients 10 to

9 17 years for Seroquel XR

10 (Screen.)

11 Moving on to the pediatric safety reviews.

12 (Screen.)

13 Queti api ne approval for usé in pediatric

14 patients was discussed at the Psychopharnmacol ogica
15 Drugs AC in June 2009. A review of the pediatric post-

16 mar keti ng data for quetiapine since product approval was
17 performed and the safety profile of the pediatric
18 popul ation was determined to be simlar to that in

19 adults. No new safety signals were identified.

20 (Screen.)

21 For the Pediatric Advisory Conmittee in 2009,

22 to assess for a differential risk between drugs or age
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1 gr oups a pedi atric-focused safety review of

2 extrapyram dal synptons, hyperprolactinem a, netabolic
3 effects, and precocious puberty of five atypica
4 anti psychotics, including quetiapine, was perforned. An
5 increased report for netabolic effects in association

6 wi th ol anzapi ne and quetiapine was identified in the

7 di sporportionality analysis.

8 (Screen.)

9 In preparation for this advisory commttee,
10 the AERS database was searched for adverse events
11 reports associated with quetiapi ne over the 20-nonth
12 peri od Decenber 2009 through July 2011. The nmin focus
13 of the review was pediatric deaths and pédiatric reports
14 of serious unl abel ed adverse events. Serious adverse
15 events of interest included central nervous system
16 nmet abol i ¢, cardiac, and hematol ogi c events.
17 As noted in the table, there are approxi mately
18 300 -- there we go -- 300 total pediatric reports,
19 approximately 220 of the reports were coded as serious,
20 and there were 37 reports of death.
21 (Screen.)

22 Looki ng nore at the case sel ection, after

Alderson Reporting Company
1-800-FOR-DEPO



FDA Pediatric Advisory Committee Meeting January 30, 2012
Gaithersburg, MD

136

1 renovi ng duplicate reports, reconciling null age death

2 val ues, 176 serious pediatric cases associated with
3 queti api ne use were identified. These included 19
4 deat hs and 157 non-fatal serious post-marketing cases.
5 Looki ng at the characteristics of the events,

6 t he adverse events were approximately equally split by
7 gender. Approximately 75 percent of reports in patients
8 within the 2 to 16-year age group were frompatients in
9 the 12 to 16-year age group. The nedian daily dose
10 reported was 50 m|ligrans and the nedian duration of
11 t herapy was 202 days.
12 (Screen.)
13 An out cone of death was reportéd in 19 cases
14 over the 20-nonth search period. Ten reports were
15 related to self-harmor drug misuse. Three reports were
16 related to cardi ac adverse events and the causes of

17 death in the six fatal cases remaining were vari ed.

18 (Screen.)
19 In this slide and the follow ng slides, just
20 as Hari did, I will underline the adverse events that

21 are not included in |abeling. Looking nore carefully at

22 the death cases, five reports of conpleted suicides were
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1 identified. There were four in teenagers and one in a
2 seven-year-ol d. Three of the five suicide cases
3 reported autopsy results of drug poisoning wth
4 gueti api ne and-or other nedications. One case reported

5 sui ci de by hangi ng and one report by coiling a shower
6 hose around the neck. All of these reports were
7 confounded by concomtant nedications |abeled for
8 suicidality and wunderlying disease. In addition,
9 | abel i ng notes that underlying disorders are considered
10 t he strongest predictors of suicide.
11 (Screen.)
12 Three cases were reported as toxicity to
13 various agents: a 15-year-old with a réported drug
14 poi soning with quetiapine resulting in cardiopul nonary
15 arrest; a report of quetiapine toxicity in a 13-year-
16 old, resulting in seizure, coma, and death; and a drug
17 poi soning with multiple nedications in a 10-year-old
18 resulting in cardi opul nonary arrest.
19 (Screen.)
20 Two reports of overdose were identified: one
21 in a 12-year old who stopped breathing; and one in a 4-

22 year old. The reports did not specify which nedications
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1 were involved in the overdose.

2 (Screen.)
3 Three cases reported a cause of death related
4 to cardiac adverse events. The first case was that of a

5 car di omyopat hy in a 13-year-ol d t hat devel oped
6 subsequent to cessation of quetiapine. The second was a
7 heart attack in a 16-year-old; and the third was a
8 reported cardiac arrest at six weeks gestation secondary
9 to prenatal exposure.
10 (Screen.)
11 O the remaining six death reports, two death
12 cases reported an unknown cause: a four-nonth-old
13 infant with a toxicology screen for quefiapine and
14 atropine; and an eight-year-old wth Kketoacidosis,
15 di abetes, and pancreatitis. There were also single case
16 reports for a patient with hepatic failure, multi-organ
17 system failure, neuroleptic malignant syndrome and QT
18 prol ongati on, and shock due to pancreatitis and diabetic
19 ket oaci dosi s.
20 (Screen.)
21 This slide presents a summary of the non-fata

22 serious adverse events. As we nentioned, the OSE review
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focused on neuronuscul ar, neuropsychiatric, nmetabolic,
and cardi ovascul ar and hemat ol ogi c events. As you can
see, the greatest nunber of reports were in the central
nervous system and netabolic categories.

(Screen.)

44 CNS events were identified. 24 of these
reports were reported as neuropsychiatric. Half of
these were suicidality and there were al so four reports
of aggression and three reports of self-injurious
behavi or ideation and two reports of hallucination.
Three unl abel ed events, with one case each, were for
abnormal behavi or, drug abuse, and obsessive-conmpul sive
di sor der.

14 of the OCNS events were reported as
neuronuscular, wth four reports of a neuroleptic
mal i gnant syndrome or a neurol eptic malignant syndrone-
li ke reaction, two reports of tardive dyskinesi a.

Of the eight remaining single case reports,
there is one case with an unlabeled event. It was a
patient with nuscle twitching, tic, and headache. Five
of these <cases were confounded w th associated

conorbidities and concom tant nedications.
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1 (Screen.)

N

O the remaining six CNS reports, there were

three reports of |oss of consciousness and one case each

W

of | abel ed events. Five of these six reports were

5 consi dered confounded.

6 (Screen.)

7 Movi ng on to the metabolic adverse events,

8 there were 44 cases of netabolic adverse events in the

9 pediatric patients associated wth quetiapine use.
10 There were 29 cases of di abet es- associ at ed
11 conplications. 25 of 29 of these cases were conplicated
12 with conorbidities and concomtant nedications. There
13 were al so wei ght changes identified in 1é of the cases.
14 One report identified a weight loss in a patient
15 recei ving concomtant dextroanphetam ne-anphetam ne, but
16 the other reports identified weight gain. The nedian
17 time to weight gain was 202 days; the range of weight
18 gain, as you'll see on the next slide, was from 10 to
19 greater than 100 pounds; and eight reports identified a
20 conconi tant medi cation | abel ed for wei ght gain.
21 (Screen.)

22 This is the table fromthe safety review which
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1 provides the data on the reports of weight changes. As

2 you can see, the patient that was treated -- this is
3 kind of the fourth patient here -- with stinulants had a
4 43- pound wei ght | oss in approxi mately one year, but

5 ot herwi se the weight gain really ranged from about 13.2
6 pounds in 7 weeks, 15.4 pounds over 2 nonths. It's
7 appearing the |argest weight gain was over 100 pounds,
8 during May 2009.
9 (Screen.)
10 The three remai ning netabolic serious adverse
11 events were two reports of hypoglycem a and a report of
12 hyper | i pidem a. Hypoglycem a is an unl abel ed event.
13 The first report was a 13-year-old who mhs di agnosed
14 wth hypoglycema in the enmergency roomw th a post-
15 prandi al glucose level of 62. That patient was
16 di scharged fromthe enmergency departnent and queti api ne
17 was conti nued.
18 The second patient was a 16-year-old with
19 depressi on who was hospitalized with depression and
20 hypogl ycem a and decreased appetite.
21 The report of dyslipidema was in a 15-year-

22 old taking 15 mlligranms, 50, 5-0, of quetiapine, who
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1 experienced markedly elevated lipid levels. The levels

2 were reported to normalize after discontinuation of

3 quetiapine.

4 (Screen.)

5 Ni ne reports of cardi ac events wer e
6 identified. Eight of these cases were confounded by

7 conor bi diti es and-or nedications |abeled for cardiac
8 adverse events. Unl abel ed events included cardiac
9 arrest, wventricular fibrillation, and ventricular
10 extrasystol e.
11 Ni ne hemat ol ogi c events were identified, each
12 of which had confounding findings. Unlabeled events
13 i ncl uded one report each of nethennglobihuria and PT
14 ti me decreased.
15 (Screen.)
16 O the other serious m scell aneous events,
17 there were seven gastrointestinal reports: six cases of
18 pancreatitis and one case of esophageal spasmin a
19 patient with cerebral palsy and a feeding tube. There
20 were five serious adverse events reports classified as
21 an injury, poisoning, or procedural conplication. These

22 were two accidental ingestions and two intentiona
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1 overdoses. The general category identified two reports

2 of drug ineffective and unl abel ed event.
3 (Screen.)
4 O her serious adverse event reports included

5 two endocrine cases, one of Cushing syndrone and one of

6 hypot hyroi dism There were two reports of cataracts

7 identified and two reports of infection.
8 (Screen.)
9 So in sunmary, based on the pediatric clinica

10 trial data FDA has nade extensive changes in the
11 queti api ne | abeling. Labeling provides pediatric data
12 regardi ng the adverse netabolic effects of quetiapine

13 conpared to placebo. W are continuing }o revi ew

14 additional data fromclinical trials regarding pediatric
15 adverse events related to atypical antipsychotic use.

16 W recomend continuing routine, ongoi ng post-marketing
17 safety nonitoring, and would be interested in your

18 di scussi on.

19 (Screen.)

20 |"d like to thank the follow ng people for

21 their help with the presentation

22 CHAl RVAN ROSENTHAL:  Thank you, Dr. Durnow cz.
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1 Any comments, questions? Dr. \Wagener.
2 DR. WAGENER: | just had one question. As far
3 as pregnancy warnings, | assune that the 29 adverse
4 events in | ess than one-nonth-olds were the nother was
5 on the drug at the tine. It seens like a fairly high
6 nunber of reported cases. | just wanted to make sure

7 that within the package insert there was some warni ng

8 about perinatal events on the fetus.

9 DR HAUSMAN:  Et han Hausman. You are correct.
10 Those are transpl acental events. 1'll have to go back
11 and doubl echeck the | abel about your second part of your
12 coment .

13 CHAI RMAN ROSENTHAL: O her conﬁents, ot her

14 guesti ons?

15 (No response.)

16 CHAl RVAN ROSENTHAL: Thank you, Dr. Felner. |
17 was discouraged because wusually it's not a quiet
18 conmttee. So thank you

19 DR FELNER Eric Felner. | was just going to
20 make a comment on sone of the netabolic endocrine

21 issues. At least for a lot of those that were strung

22 together, at least listed initially, | think the
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hyperglycema and di abet es mel litus al ong with
hypot hyroi di sm and hyperprol acti nemi a and wei ght gain, |
t hink we probably could -- we'll ask a cardi ol ogi st, but
I think we could probably |lunp sonme bl ood pressure in

t here, too.

But so much of those are really related to
wei ght gai n. If you look at -- not the
hyper prol acti nem a obviously; that's obviously rel ated
to the drug and its effect on dopami ne. But when you
gain a significant anount of weight -- we see a |ot of
obese kids that have abnormal TSH | evel s, but normal T4
or free T4 levels, and they are call ed hypot hyroi di sm
but they probably don't have hypothyroidisn1or need to
be treated.

The abnormal gl ucose tol erance, again for kids
that are already on the borderline of weight, they get
put on this nedication and all of a sudden gain
excessive weight or have a tendency to -- or a famly
hi story suggestive of getting type 2 diabetes. That's
where a |l ot of that plays in.

There was a m xture at sone point about type 1

and type 2 diabetes, and | think those were all patients
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1 that were already established. But that would be

2 sonething to clarify, if those were newy di agnosed

3 after being started or those were patients who were on

4 it and devel oped hyperglycem a for some point.

5 Then the Jlast thing on this hypoglycema
6 issue, it doesn't make a | ot of sense, why is sonebody

7 checking a fasting sugar of 85 that day and then getting
8 62? | nean, nost likely the clonidine probably nade the
9 patient pass out and fall down, and who knows if they

10 ate in the last 24 hours, and their sugar was just

11 di ppi ng down.

12 But | think sone of those things | ook very

13 scary for sonebody who doesn't see these patients pretty

14 regularly. | don't know if you had sone clarifying

15 i nformati on on those histories.

16 DR. DURMOW CZ: For the hypoglycem a case, |
17 don't know. Tracy, do we have additional -- oh, Tracy's

18 at the table.

19 Did you want the diabetes cases or the
20 glycem a case? | don't --

21 DR, FELNER | was going to say, the
22 hypogl ycem a, at least it looks -- for me it doesn't
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1 | ook very worrisome because we see this all the tine.

N

But I don't know what the non-endocrinol ogi sts think

about this, because | know we get <called for

W

hypogl ycem a all the tinme in the office and half the

5 time it's not even hypoglycem a; it's sonmebody feels

6 shaky and low, and they didn't eat enough or who knows

7 what ot her nedicine they're taking.

8 But that, I wanted to make sure that that

9 didn't even get |ooked at as a concern, because that to
10 me | ooks nore worrisone than those that are, at least to

11 t he non-pedi atrician or non-endocrinol ogi st | ooki ng at

12 that --
13 CHAI RMAN ROSENTHAL: Dr. Dracker.
14 DR. DRACKER: | think a concern is any tinme we

15 see hypogl ycem a, whether they're on drugs or not, we
16 are concerned whether it represents a pre-diabetic
17 condition. So sonetines we do a nodified glucose

18 tol erance test, whi ch i's contenti ous. The
19 endocrinol ogi sts don't necessarily feel it's necessary
20 or appropriate. But we do evaluate themto nake sure
21 that, unrelated to the nedication they' re on, that they

22 don't have a prediabetic predisposition.
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CHAl RVAN ROSENTHAL: Dr. Hillard.

DR. HI LLARD: So ny question was related to
t he hyperprolactinem a, which can result in menstrual
irregularities. So this is sonething that in
transmtting information to patients, famlies, and
clinicians m ght be useful information in ternms of
noni t ori ng. So | didn't see the nunmbers wth
hyperprol actinem a, but if that were something that was
relatively cormon, at least it was reported, then adding
the information that that can result in nenstrua
irregularities mght be useful.

CHAI RVAN ROSENTHAL: Dr. M nk.

DR. MJURPHY: One m nute, beforé we go to Dr.
Mnk. | think OSE did have sone information about the
hypogl ycem a

DR. SALAAM Hi. This is Tracy Salaam 1|'ma
CQ evaluator in the Ofice of Surveillance and
Epi dem ol ogy, and | just wanted to give you additiona
i nformati on since you asked about that particul ar case
wi th the hypogl ycem a

This was the case of the 13-year-old fenal e

taki ng quetiapine for approximately 2 years to treat
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1 bi pol ar di sorder and nood change, who passed out and

2 fell in the shower. Three nonths prior to the event,
3 she had a fasting bl ood glucose of 85. The units were
4 not reported. Six days prior to the event, her post-

5 prandi al bl ood glucose was 62. Her quetiapi ne dose at
6 the tinme of the event was 300 mlligrans daily.
7 She was seen in an urgent care center, where
8 she was found to be hypoglycemc at the tine. The
9 physician reported the patient had been, quote, "eating
10 a lot of sugar and behaving lethargic for a while, so
11 she mght have been hypoglycemc for sone tine,"
12 unquot e.
13 The patient was not hospitalizéd and no action
14 was taken with quetiapine. She recovered fromthe
15 events on an unspecified date, and the concomitant
16 nmedi cation again was trazodone and clonidine. | agree

17 with you in that the clonidine may have contributed as

18 well to the fall in the shower.

19 Thank you.

20 CHAl RVAN ROSENTHAL: Thank you for clarifying.
21 Dr. M nk.

22 DR MNK Two areas where | wanted to
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1 conment. One was, reading the packet, the labeling, it

2 seens to be quite reassuring that hyperglycema is not a
3 risk. Based on short-term studies, there were no cases
4 of what seened to be pre-di abetes or diabetes. At |east
5 it wasn't higher than placebo. Yet it seens that with

6 chronic use that's much nore of a concern.
7 " mjust wondering, in ternms of practicality.
8 Looki ng over the label, | find it falsely reassuring in
9 the setting of this |longer terminformation.
10 The other that |'mstruck by, and | was struck
11 by this when we reviewed a different antipsychotic | ast
12 neeti ng, was how many of the serious adverse events
13 occur in patients that are getting this }or of f - | abel
14 use? | know that it's not our charge to do anything
15 about that, but again |I'mreally struck by soneone who's
16 getting this for somanbulism for exanple, having a

17 fatal response, whether it was due to the nedicine or

18 not. Still, looking at the use, I'mreally struck by

19 t hat .

20 DR MJURPHY: W would have to have the
21 di agnoses for which -- do you have sone of that for us?

22 Thank you.
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1 DR. SALAAM H . Tracy Sal aam again. The

N

indications for 125 out of the 176 reports regarding the

primary indication that was listed in the report, there

W

were 33 reports indicated for bipolar disorder, 14 for
5 depression, 11 for psychosis and psychotic disorders, 11
6 for sl eep di st ur bances, whi ch i ncl udes your
7 sommanbul ance, 10 for schi zophrenia and schi zoaffective
8 di sorder, 6 were affective disorder, 6 for ADHD, 5 for
9 abnormal behavi or, 5 drug exposure during pregnancy, 3
10 for aggression, 3 for anxiety, 3 for autism Two
11 i ndicated for hallucinations, two indicated for nood
12 di sorders, two indicated for obsessive conpulsive
13 di sorder, and then one each of thé fol | owi ng:
14 adjustnment disorder, basal ganglion degeneration,
15 convul si on prophyl axis, inmpulsive behavior, intermttent
16 expl osive disorder, nental retardation, oppositiona

17 defiant di sorder, pain, and psychot herapy.

18 Thank you.
19 CHAI RMAN ROSENTHAL: Dr. Bhatia
20 DR BHATI A Coming from a different

21 perspective, that hypoglycem a, maybe we don't need to

22 be as concerned as we are nmaking it out to be. Those
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1 are not cause and effect. They were tenporal

N

rel ationships across tinme, and there were two patients.

So we need to take that into consideration before

W

maki ng hypogl ycem a a true, true cause and effect,

5 because of the way that this has been portrayed.

6 CHAl RVAN ROSENTHAL: Are there other comments?

7 Dr. Towbi n.

8 DR TOMBIN. This is Dr. Towbin. | just

9 wanted to say one thing about Dr. M nk's coments and
10 then to make a conmment about the indications that we
11 just heard. O course, when these drugs were revi ewed
12 for pediatric use we did talk extensively about how the
13 constellation of severe irritability \and aggr essi ve
14 behavior in the context of ADHD sonetines gets | abel ed
15 bi pol ar di sorder, and the way in which practitioners
16 often think about this class of second generation
17 anti psychotics as being all alike, and so if you m ght
18 of fer something |ike respiridone or aripiprazole to

19 sonebody with an autism spectrum di sorder, you m ght as

20 wel | just give themquetiapine. There is a lot of off-
21 | abel use.
22 | guess ny summary comment is that | | ooked
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1 closely at the label and | really appreciated the way in

2 whi ch the agency has worked to make cl ear what the

3 trials showed. They didn't go beyond what the trials

4 showed. So all of this data in children and adol escents
5 i s six-week and three-week studies, and that the data

6 about the long-termuse of these drugs is really quite
7 unknown.
8 W know in the comunity -- and | Dbet
9 everybody here around the table who sees patients knows
10 -- that it is a very rare child indeed who gets these
11 drugs for six weeks or less. |In fact, it's nonths and
12 nmont hs and nonths and in many cases years of being on
13 t hem I don't think that the Iaﬁel can control
14 practice, but | do think it's wonderful that the |abe
15 makes cl ear that we have no data and that the safety and
16 ef ficacy of these agents for |ong-termcontinuous use is
17 not known.
18 CHAl RVAN ROSENTHAL: Dr. Durnow cz, can you
19 put the questions up before the comittee?
20 (Screen.)
21 DR. MJRPHY: | just want to say, in response

22 to your coment, you know as we tried to | ook at these
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1 net abolic side effects and we worked with AHRQ and

2 others, the problens we're finding in trying to | ook at
3 these long-term effects relate a lot to what Dr.
4 Spi el berg said. You know, after a whole |Iot of work and

5 really precise work, we actually ended up we think not
6 bei ng that nuch further ahead with being able to advise
7 peopl e any better about how to deal with sonme of these
8 nmet abol i c side effects.
9 Ann, did you have anything el se you wanted to
10 add to that about any of the work that may be stil
11 going on with this?
12 CHAI RVAN ROSENTHAL: Dr. MMahon has just cone
13 to the table. \
14 DR. McMAHON: This is Ann McMahon, O fice of
15 Pedi atric Therapeutics. | think suffice it to say that
16 there is ongoing work trying to | ook at observati onal
17 data sets for pediatric -- for pediatric antipsychotic
18 use, and particularly nmetabolic effects. So the design
19 of such studies is still ongoing and so there's not a
20 | ot of detail, but suffice it to say that it is being
21 | ooked at.

22 DR. MJRPHY: If we had nore we'd bring it to
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1 you. So we're continuing. It is not a subject that is
2 done with, | guess is what | want to say. People are
3 continuing to look at it. So thank you
4 CHAI RVAN ROSENTHAL: So the question before us

5 is whether the committee concurs that the agency should

6 conti nue routine ongoi ng post - mar ket i ng safety

7 nmonitoring. Al in favor of that, please raise your
8 hands?
9 (A show of hands.)
10 CHAl RVAN ROSENTHAL:  Thank you
11 Any opposed?
12 (No response.)
13 DR WAGENER: C arification
14 CHAl RVAN ROSENTHAL:  Yes?
15 DR WAGENER: This is Wagener. | would just

16 ask a clarification fromDr. Mrphy, and that is for

17 conti nued routine ongoi ng post - mar ket i ng safety
18 noni toring, how long would it be before there would be a
19 simlar presentation such as this at the next pediatric
20 revi ew?

21 DR. MJURPHY: Dr. Loughren will tell you that

22 it seens |ike we always have sone product that is com ng
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1 back where we use the opportunity. But fundanmentally

2 the things that trigger these reviews or that a product
3 is studied in children and | abel ed, which now the | aw
4 says even for negative studies it will get |abeled,

5 because we know it's used off |abel.

6 | haven't | ooked to see if we have Seroque

7 specifically --

8 DR. DURMOW CZ: There's a PREA PMR

9 outstanding. There is a PREA PMR outstanding for
10 bi pol ar depression for Seroquel.
11 DR. MJRPHY: So we do have one, that when it
12 comes -- what they're telling you is we have a post-
13 mar ket i ng requi rement study, and so mheﬁ t hat study
14 cones in that would trigger another review. So that's
15 one nechani sm
16 The ot her mechanismis that something comes
17 up. OSE or the division brings up an issue and they
18 would like to bring it back either to a commttee for
19 that drug specifically, because there's sonething nore
20 than safety, or that it's a safety issue that they just
21 want to reinformthis committee about.

22 Tom did you want to add anything to that?
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1 DR LOUGHREN: This is Tom Loughren. Just to
2 add that as sone of these additional studies, |ike the
3 one that Ann tal ked about, are conpleted, it would be
4 appropriate for us to bring the findings of that to the

5 conmttee, and we surely would want to do that as well.
6 DR. MJRPHY: We just don't know the timng on
7 those other studies. As you saw last time, we tried to
8 bring you sonme followup as to where they were with it
9 when it goes on for years and years. W try to bring

10 sone foll owup on that.

11 DR WAGENER: So just to clarify -- this is

12 Wagener again -- if there were no red flags that cane up

13 and if there was no PMR, would this conﬁ back in five

14 years, or it wouldn't cone back at all unless one of

15 t hose thi ngs happened?

16 DR. MJRPHY: It would not come back

17 CHAI RMAN ROSENTHAL: | can't see whose mke is

18 red over on the left, but is there a question or

19 conment ?

20 (No response.)

21 CHAl RVAN ROSENTHAL: All right. So thank you

22 for that clarification
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1 Does the conmttee -- | guess we should revote
2 since you've clarified things, Dr. Wagener. So let's

3 just once again raise your hands if you concur that the
4 FDA should continue routine ongoing post-marketing

5 safety nonitoring for this product.

6 (Screen.)
7 CHAl RVAN ROSENTHAL: All right. Any nays?
8 (No response.)
9 CHAI RVAN ROSENTHAL: Any abstentions?
10 (No response.)
11 CHAI RVAN  ROSENTHAL: So it looks like a

12 unani nous vote.

13 Dr. Wiite, can you get us star}ed.

14 DR WH TE: Yes.

15 DR. RAKOABKY: Al ex Rakowsky, concur.
16 DR. FELNER: Eric Fel ner, yes.

17 DR. WALKER  Leslie Wl ker, yes.

18 DR HI LLARD: Paula Hillard, yes.

19 DR. BHATI A: Jatinder Bhatia, yes.

20 DR. M NK: John M nk, yes.

21 DR. WEFLING Bridgette Wefling, yes
22 DR. BAKER  Susan Baker, yes.
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1 DR. KAPLAN:. Shelly Kapl an, yes.
2 DR. CASTILE: Bob Castile, yes.
3 MS. EICHNER  Marilyn Eichner, yes.
4 DR WRI GHT: Joseph Wight, yes.
5 DR KRI SCHER:  Jeff Krischer, yes.
6 DR TOMBIN:  Kenneth Towbin, yes.
7 DR. WAGENER: Jeff \Wagener, yes, recognizing

8 that the FDA has said there's a PMR that will be com ng

9 back within the next few years.

10 DR MOTIL: Kathleen Mtil, yes.

11 DR. DRACKER: Bob Dracker, yes.

12 DR. SANTANA: Victor Santana, yes.

13 DR. REED: M chael Reed, yes. \

14 CHAl RMVAN  ROSENTHAL : Al right. Dr.

15 Dur nowi cz, thank you very nmuch for your presentation.

16 The next presentation will be Dr. Any Tayl or,

17 who will be presenting Xolair for us. Dr. Taylor has

18 served as a nedical officer with the Pediatric and

19 Maternal Health Staff for four years. Prior to joining
20 the FDA, Dr. Taylor was the deputy director and then the
21 acting director of the Division of Clinical Qality in

22 the Health Resources and Services Admnistration,
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1 implenenting the quality inprovenent strategy for

2 community health centers.
3 Dr. Taylor served as a pediatrician in the
4 United States Arny for nine years and was an urgent care

5 physician with Egleston Children's Health Care Systemin
6 Atlanta for two years. Dr. Taylor received her nedical
7 degree from Howard University and conpleted her

8 residency in pediatrics at Madigan Arny Center, at

9 Madi gan Arnmy Medi cal Center in Tacoma, Washington. She
10 received a master's of health science in health policy
11 at the Johns Hopkins University Bl oonberg School of

12 Publ i c Heal t h.

13 W have some new people at the table for FDA.

14 Coul d you pl ease introduce yoursel ves.
15 DR.  STARKE: I'm Dr. Peter Starke, a
16 pediatrician by training. |I'ma medical officer in the

17 Division of Pulnonary, Allergy, and Rheunatol ogy

18 Pr oduct s.

19 DR KALRA: Dipti Kalra, safety eval uator,
20 OSE

21 CHAI RMAN ROSENTHAL:  Thank you.

22 Dr. Tayl or.
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XOLAI R (QVALI ZUMAB)

DR. TAYLOR  Yes, thank you

(Screen.)

| will be presenting the pediatric focused
safety review for Xolair, or onalizunab.

(Screen.)

This is an outline of the topics | wll be
coveri ng.

(Screen.)

Xol ai r S mar ket ed as an i njectabl e
formul ati on for subcutaneous adm nistration for noderate
to severe persistent asthma in patients with a positive
skin test or an in vitro reactivity to é per enni al
aeroallergen and synptons that were inadequately
controlled with inhal ed corticosteroids.

O note, there are limtations of use included
in the labeling. This product is not indicated for
other allergic conditions, acute bronchospasm or status
asthmaticus, or in pediatric patients | ess than 12
years.

(Screen.)

This reconbinant DNA-derived humanized 119G
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1 kappa nmonocl onal antibody sel ectively binds to human

2 i mmunogl obulin, IgE, was |abeled originally -- excuse
3 me. It was originally approved for marketing on June
4 20, 2003. PREA | abeling changes leading to this safety

5 review were nmade on January 4, 2010.
6 (Screen.)
7 Adol escents 12 and ol der were eval uated al ong
8 with adults in clinical studies which were part of their
9 original approval in 2003. W did not require studies
10 in patients zero to five years because of the safety
11 concerns of anaphyl axis and nal i gnancy associated with
12 the use of Xolair in adults and adol escents.
13 (Screen.)
14 Studi es were conducted in pediatric patients 6
15 years to less than 12 years. Safety and effectiveness
16 was evaluated in two clinical studies in 926 pediatric
17 asthma patients age 6 to less than 12 years, a
18 random zed, double blind, placebo-controlled trial and a
19 seven-nmonth safety study with an evaluation of efficacy
20 as a secondary outcone.
21 The randomi zed controlled trial denonstrated

22 statistically significant reduction in the rate of
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1 exacerbations. Inportant secondary efficacy neasures --
2 nocturnal synptom scores, beta-agonist use, and neasures
3 of air flow-- were not statistically different in
4 Xolair -- in the Xolair group conpared to the placebo
5 gr oup.
6 (Screen.)
7 There were no new or unusual safety trends

8 noted in the clinical studies. There were no deaths and
9 no cases of associ ated anaphyl axis. There were two
10 cases of malignancy in two patients treated wth
11 pl acebo. Small  nunerical differences in asthma
12 hospitalizations between the groups in favor of Xolair,
13 there were, which had no statistical dif}erence.
14 (Screen.)
15 FDA presented this information to an advisory
16 conm ttee on Novenber 18, 2009. The mmjority of the
17 conmittee nenbers did not feel that the safety and
18 efficacy data provided substantial and convincing
19 evi dence to support approval of Xolair for the treatnent
20 of asthma in patients 6 to 11 years of age.
21 (Screen.)

22 The followi ng was added to the | abeling: "For
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1 patients 6 to |l ess than 12 years, due to the risk of

2 anaphyl axi s and mal i gnancy seen in adults and adol escent
3 patients treated with Xolair and the nodest efficacy of
4 Xol air seen in the random zed controlled trial in the 6

5 to less than 12-year-old patients, the risk-benefit

6 assessnment does not support the use of Xolair in this
7 age group."

8 However, Xol air was approved in the European

9 Union for patients 6 to |l ess than 12 years in Septenber

10  2009.

11 (Screen.)

12 The next few slides cover the relevant safety
13 | abeling for Xolair. There is a boxed mhrning for

14 anaphyl axi s, which you see here.

15 (Screen.)

16 There are warnings and precautions for
17 anaphyl axi s, malignancy, acute asthma synptons --

18 (Screen.)

19 -- corticosteroid reductions, eosinophilic
20 conditions, and synptons simlar to serum sickness.

21 (Screen.)

22 In adult and adol escent patients 12 years or
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1 ol der, anaphyl axis was reported in 3 of the 3,507

2 patients, and malignancy was seen in .5 percent of

3 patients treated with Xolair versus .2 percent in the
4 control group.

5 (Screen.)

6 The table you see here |lists the adverse

7 reactions in adults and adol escents 12 years and ol der

8 whi ch occurred at a rate of 1 percent or greater

9 (Screen.)
10 W'll nowtalk alittle bit about the use
11 information. Over the cunulative tinme period from

12 August 2008 through July 2011, allergy specialists and
13 pediatricians were the top prescribihg speci alties.
14 Asthma was not otherwise -- asthma not otherw se
15 specified was the top diagnosis for patients age 6 to 11
16 and 12 to 17.

17 (Screen.)

18 Over the cunulative tinme period from August

19 2008 through July 2011, around 18, 703 patients had a

20 prescription claimfor Xolair froma sanple of U S. mai
21 order specialty pharnmacies. O these patients,

22 approximately 9 percent of total patients wth a
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1 prescription claim were age 12 to 17 years.

2 Appr oxi mat el y 2.5 per cent of patients with a
3 prescription claimwere age 6 to 11 years, and | ess than
4 1 percent of total patients with a prescription claim

5 were age zero to 5 years.
6 (Screen.)
7 The next three slides present data on the
8 nunber of adverse event reports submtted to the agency.
9 From June 2003 to January 2010, there were a total of
10 261 prescription reports, of which 183 were serious,
11 including 6 deaths. The table also breaks down the data
12 by age, zero to 11 years and 12 to 16 years.
13 (Screen.) \
14 This table provides information on the
15 pediatric reports from June 2003 to January 2010 for
16 sel ected adverse events. These include death,
17 i nfection, neoplasnms, and anaphylaxis. The data are

18 provi ded by age group zero to 11 years and 12 to 16

19 years.
20 (Screen.)
21 Then this table provides information on the

22 pediatric reports fromJanuary 2010 to July 2011. These
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1 are the cases provided -- the basis for our review
2 today.
3 In selecting the cases to review, we begin
4 with a crude count of 98 cases. This is 96 serious

5 pediatric cases and 2 serious cases with null age.
6 There were 6 duplicate reports, |eaving 92 unduplicated
7 reports, including 5 deaths. 11 reports were excluded
8 because an adverse event was not reported, and that was
9 3 of the cases; 2 cases where the event occurred prior
10 to adm nistration of Xolair; and 2 cases in which the
11 age was then found to be greater than 16; and 4 cases
12 where the event was due to underlying causes.
13 This left us with 81 serious céses, i ncl udi ng

14 deat h cases.

15 (Screen.)
16 Three of the cases with a fatal outcone were
17 in utero exposures. One case, the patient had -- it was

18 a 37-week gestation and the patient was found to have
19 trisomy 18 or 19. One died in utero at 15 weeks

20 gestation and one was still born.

21 Xolair is categorized as a pregnancy category

22 B
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1 (Screen.)

There were two cases with a fatal outcone in

N

whi ch there was direct exposure of Xolair. The first

W

case is a ten-year-old male receiving nonthly Xolair for
5 asthma for three nonths, who experienced gastroenteritis
6 foll owed by necrotizing colitis after treatnment with
7 steroids was interrupted. Medical history is
8 significant for Wl ff-Parkinson-White syndrone and
9 adrenal insufficiency. Autopsy report listed the cause
10 of death as adrenal <cortical insufficiency and

11 necrotizing enterocolitis.

12 The second --

13 (Screen.)

14 "' msorry.

15 (Screen.)

16 The second case involves a 16-year-old nale

17 with an unknown past nedi cal history who was receiving
18 Xol air for an unknown indication. H s |last dose was one

19 week prior to the event. He presented with tenperature,

20 upper respiratory tract i nfection and pr esunmed
21 sinusitis. The patient was already receiving
22 i ntravenous anti bioti cs.
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1 Wthin 24 hours he devel oped possible septic
2 shock and died. Concomi tant nedications include
3 piperacillin and tazobactam budesonide, fornotero
4 fumarate, pirbuterol acetate, and an unspecified nasa
5 spray.
6 (Screen.)
7 This slide provides informati on on the age,

8 gender, and country of occurrence for the serious

9 pedi atric cases.

10 (Screen.)

11 In the next few slides | wll provide
12 information on the serious non-fatal adverse events.

13 There were 33 hypersensitivity reacfions, i ncl udi ng
14 anaphyl axi s, serum  sickness, dr ug-i nduced | upus,

15 shortness of breath, cardiovascul ar and adverse events
16 suggestive of allergic or hypersensitivity reaction, and
17 ot her serious allergic reactions.

18 (Screen.)

19 There were ten cases of respiratory or asthma
20 exacerbation, eight cases of infection, and seven
21 neur opsychi atri c cases.

22 (Screen.)
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1 There were three cases with syncope, two cases
2 with weight gain, two with gastrointestinal adverse
3 events, and two with nephrotic syndrone.
4 (Screen.)
5 There were two cases with blurred vision, one

6 wi t h i nmmunot hr onbocyt openi a, and one case of arthral gia

7 and nyalgia. There were five cases of adverse events

8 associated with in utero exposure.

9 (Screen.)
10 In summary, this concludes the pediatric-
11 focused safety review, in which no new pediatric safety
12 signals were identified. FDA reconmmends returning to
13 routine nmonitoring. W ask mhether\ the conmittee
14  concurs.
15 (Screen.)
16 | want to thank the following folks for their

17 help with this presentation.

18 CHAl RVAN ROSENTHAL:  Thank you, Dr. Tayl or
19 Dr. Rakowsky.
20 DR. RAKOAWBKY: This isn't a safety question

21 but nore of a logistics question. So two years ago the

22 | abel specifically nentioned that this drug is not
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approved for use in kids less than 12 years of age. In
that use data that you presented for 2008 on, have we
seen a trend of use going down? Has it stayed the sane?

has that |abel change nade any difference in regards to
use of this nedication in that age group?

(Screen.)

DR TAYLOR  You're tal king about --

DR. MURPHY: W' re going to have our use OSE
group that generates that data conme to the table.

DR. GOVERNALE: Qur review only | ooked at the
cunul ative tine period, so we didn't |ook at any trends,
so we could take -- the issue with | ooking at trends
with these kinds of data is that Xolair\is mai nl y
di stributed through specialty pharmaci es and we don't
have a nationally projected use of specialty pharnmacies
in the country. Therefore, when we're |ooking at use
over tinme the nunber of data providers are coming in and
out of the system So therefore we can't really get a
good sense of trending for these kinds of drugs that are
di stributed through specialty pharnacies.

That's one of the reasons why we | ooked at the

cumul ative tinme period.
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1 CHAl RVAN ROSENTHAL: Thank you. Can you
2 pl ease introduce yourself for the record?
3 DR GOVERNALE: Laura CGovernale, OSE
4 DR. MURPHY: W actually, if we see sonething
5 i ke that where we know a product has a new warni ng or

6 we know it wasn't approved, we usually ask if we think
7 we can get relevant information, for the use people to

8 track that for us. But | think you heard what our issue

9 is here.
10 CHAl RVAN ROSENTHAL: Dr. Ward and then Dr.
11 Kapl an.
12 DR WARD: Dr. Ward. | have two or three

13 questions. The first has to do with your slide 12,
14  where you show the frequency of | believe it was
15 anaphylaxis, .2 and .5 percent. Are those actually

16 significantly different or are those really the sane?

17 DR TAYLOR | think that's why -- well, |']|
18 | et actually maybe Peter would be better to answer that.
19 DR WARD: I"m sorry. Wth respect to

20 mal i gnancy.
21 DR. TAYLOR. | think the reason that it's

22 nunerically higher is that it was not -- but again, Dr.
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1 Starke m ght be able to answer that better.

2 CHAl RVAN ROSENTHAL: Dr. Ward is referring
3 specifically to bullet nunmber -- the second bullet

4 poi nt .

5 DR TAYLOR  The second one.

6 CHAl RVAN ROSENTHAL: On slide 12

7 DR STARKE: Yes. This is Dr. Starke.

8 think you' re tal ki ng about malignancy; is that right?

9 DR. WARD: Yes.
10 DR STARKE: All | can say is that that is
11 what was found in the clinical trials that were
12 initially perfornmed for this product.
13 DR. WARD: Could you clarify mﬁat you nmean by
14 that? Those don't look different, .5 and .2, with this
15 kind of a denomi nator; is that correct?
16 DR STARKE: | can't conment on whether
17 there's a statistical difference between the two.
18 DR WARD:  Ckay.
19 The other is | have a concern about the
20 ef ficacy i ssues here. The frequency of exacerbations
21 was reduced, yet the pulnonary function tests did not

22 appear to be different. |It's very challenging to get
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1 accurate pul monary function tests in young children and

2 frequently the problemw th asthm c exacerbations is

3 very inportant to famlies and children. So |''m not
4 convinced that this isn't an effective drug for these

5 children

6 DR. MJRPHY: Again, Bob, comments are wel cone,

7 but you don't get the packet that |ooks at the ful

8 approval process. Then | guess the only other thing to

9 say to that is that the primary end point is usually
10 negoti ated, has to be validated, has to pass a certain
11 standard, and then there are others that people want to
12 | ook at for just the reasons you stated. But you' ve got
13 to make it on the primary end point.
14 CHAl RVAN ROSENTHAL: Dr. Kaplan, then Dr.
15 Gol dstein, then Dr. Dracker.
16 DR. KAPLAN. | was interested in the nephrotic
17 syndronme adverse events. There were two, if | recall,
18 and it didn't seemlike there were that many kids who' ve
19 received this drug over the |l ast year and a half or so
20 or two years. | knowit's fraught with error to conme up
21 with incidence figures, but just looking at this in a

22 t ext book, | think nephrotic syndrone is present in one
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in 100,000 kids and this was 2 in maybe 2,000 ki ds.

Do you have any nore data on those two
patients?

DR KALRA: Dipti Kalra, FDA. One of the
cases is of an 1l-year-old male with severe persistent
asthma, who is treated with Xolair. He devel oped
nephrotic syndrone and was hospitalized for eight days.

Synptons inproved with diuretics and predni sone, but
the patient experienced two rel apses of his nephrotic
syndr one. He was treated wth prednisone and
cyclosporin and the outcone of the event was not
provided. He had a history of allergic rhinitis,

Mor bus- Cushi ng, and G | bert's Di sease. \

The ot her case was of a 14-year-old mal e who
received Xolair for three years, presented wth
nephrotic syndrone, and was hospitalized. The action
taken with Xolair was not reported and the report had
insufficient clinical information to assess causality.

In both cases the patients were receiving
Xolair for three years before experiencing the adverse
event .

CHAI RVAN  ROSENTHAL: Dr. Starke, you had
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1 sonet hing to add?
2 DR. STARKE: Yes. We can cone back to it,

3 t hough, if you want to finish the nephrotic syndrone.

4 It was to discuss the efficacy issue.

5 CHAI RMVAN ROSENTHAL: Ckay.

6 Further discussion on nephrotic syndrome?
7 (No response.)

8 CHAI RVAN ROSENTHAL: Dr. Starke.

9 DR. STARKE: Thank you. | just wanted to

10 mention, in response to the issue of efficacy, is that
11 this was a pediatric supplenment that was brought to the
12 agency for the 6 to 1l-year-olds. [I't was presented at
13 an advisory committee. At the advisory commttee |

14 actually was the presenter for the agency.

15 We agreed with the sponsor that, based on the
16 primary eval uation, there was nodest efficacy shown.

17 But all of the secondary efficacy end points were not
18 al so showing the simlar response. \Wen you | ooked at
19 the primary efficacy end point, which was the sane as
20 what was wused in adults, which was reduction in
21 exacer bations, and you changed it over to a nunber

22 needed to treat -- | can give you those figures -- it
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1 was actually quite, really quite nopdest.

2 W' re tal king about during the 24-week fixed
3 i nhal ed corticosteroid use period -- there was a 52-week
4 doubl e-blind, placebo-controlled period, but during the

5 first 24 weeks it was 2.34 was the nunber needed to
6 treat, neaning you had to treat patients for 2.34 years
7 to see one exacerbation reduction, which an exacerbation
8 reduction was the need for oral corticosteroids for at
9 | east three days, based on the investigator's decision
10 to use corticosteroids.
11 Based on that, we did not feel that the risk-
12 benefit was appropriate to wuse in this patient
13 popul ati on. ‘
14 CHAl RVAN ROSENTHAL: Dr. Col dstein
15 DR GOLDSTEIN. M question had to do with the
16 comment that the drug is approved for use in the EU in
17 children between 6 and 11. This maybe is toward D anne
18 nostly. In addition to sharing information about
19 clinical trial design and approval processes, is there
20 an exchange of information with the EMA in terns of
21 post - marketing surveillance and safety data on approved

22 drugs?
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I"m just wondering. There's only a few
hundred children who received this drug off label in the
U.S., but nonetheless they are receiving it, and | was
wondering if there m ght be safety data that could al so
be conbi ned on the other end of the process.

DR. MJURPHY: Yes, it can be. Every nonth
we're running around 20 PIPs, which is the pediatric
i nvestigational plan that is sent to Europe. So every
nmonth they have to pick. This is again in the pre, when
they're designing the trials. They'Il pick the issues
that they want to talk about with those PIPs, because we
don't tal k about all of them

In that situation, a product o} a simlar
class, that's one way it mght conme up, because you've
got post-marketing safety data or you have pre-clinica
data on another noiety of simlar nmechani smof action.

O if we or they are going to take sonme sort of action
or are in the process of |ooking at sonething, it may be
put on the agenda to discuss. But it is not routinely
put on the agenda that we would follow up with them on
all the post-marketing safety that we do, because, as

you know, we're doing around 15 for each of these
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1 nmeetings. So we're not putting it on as a routine,

2 unl ess there's an i ssue.
3 DR TAYLOR | just wanted to add too that
4 when we do | ook at the cases within AERS we incl ude

5 t hose cases fromthe U S. as well as frominternationa

6 reports.

7 CHAI RMAN ROSENTHAL: Dr. Dracker.
8 DR. DRACKER: In consideration of the
9 i nfection-malignancy issue, is there any consideration

10 of a requirenent of a pre-treatnment serum | gE | evel ?

11 Many of t hese children present with clini cal
12 mani festati ons that could be considered to be consistent
13 with Job-like syndrones, wth hyper:IgE syndr one,
14 reactive airway di sease, and eczematory-|ike rash, which
15 woul d predispose them to infection and also to

16 mal i ghancy.

17 CHAl RVAN ROSENTHAL: Dr. Starke?

18 DR STARKE: This is Dr. Starke again. So the
19 dosi ng schedule for Xolair is based on weight and

20 baseline IgE. So physicians generally have to have an
21 IgE in order to be able to decide on the dosing

22 schedule. This is both for adults and adol escents, and

Alderson Reporting Company
1-800-FOR-DEPO



FDA Pediatric Advisory Committee Meeting January 30, 2012
Gaithersburg, MD

180
1 it was also the way it was studied in the pediatric
2 popul ation 6 to 11 years of age.
3 DR DRACKER: But if you had data that was
4 suggestive of sonmething nore than just an el evated |gE,
5 whi ch woul d suggest perhaps an atopic-like -- if you had

6 IgE's, let's say, of 4,000 or 6,000, even higher, which
7 |'ve seen, is that something that should be considered
8 to be perhaps increased concern?

9 DR STARKE: Not being an allergist, |'m not
10 sure if | can answer your question directly. Perhaps
11 soneone who i s can.

12 CHAl RVAN ROSENTHAL: Dr. Wagener

13 DR WAGENER: This is Jeff wadener. There is
14 an upper IgE level in dosing that says it's not to be --
15 it's not supposed to be used for patients with |IgEs, |

16 believe it's around 700 or sonethi ng.

17 DR STARKE: That's correct.
18 CHAl RVAN ROSENTHAL:  Thank you
19 DR. DRACKER: | know for a fact it is used for

20 patients in excess of 700.
21 DR. WAGENER: That woul d be consi dered off

22 | abel . Certainly physicians can do that. | think the
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package insert is pretty clear, though, that it has a
specific range of I1gE and, as nentioned, the dose is
cal cul at ed based on the IgE and the body wei ght.

CHAI RMAN ROSENTHAL: O her coments or
questi ons about Xol air?

(No response.)

CHAI RMAN ROSENTHAL: Dr. Taylor, can you take
us back to the slide that has the voting question,
pl ease?

(Screen.)

CHAl RMAN ROSENTHAL: The proposal at hand is
that the FDA would return Xolair to'routine safety
noni t ori ng. Does the commttee concur wth this
recommendation? All in favor?

(Screen.)

CHAI RVAN ROSENTHAL: Al |l opposed?

(No response.)

CHAI RMAN ROSENTHAL: Any abstentions?

DR. KAPLAN: Could I ask for a clarification?

CHAI RMAN ROSENTHAL: Yes, Dr. Kapl an.

DR. KAPLAN:. |If | thought there was a safety

signal that was identified, how does that affect the
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1 routine nonitoring?

2 DR. MJRPHY: I'Ill ask Dr. Hausman to descri be
3 to you what routine nonitoring is. W probably should
4 have done that for our new nenbers.

5 DR. HAUSMAN. Wen we decide to go back to

6 routine nonitoring, it isn't that we put a drug in a

7 bl ack box and don't look at it. W have regul ar

8 portfolio nonitoring across 10 or 12 teans. Each safety

9 -- I'"'msorry. Each safety evaluator has a portfolio of
10 drugs they regularly ook at. They get, | don't know,
11 it's anywhere between 3 to 10 or 12 drugs per safety
12 evaluator. Their box, their conmputer in box, gets
13 popul at ed approximately a couple tines é week to once a
14 week, and then they go through it.
15 So it's not that it's put off into the back
16 and nobody | ooks at it again. |If we actually find
17 ticklers for any particular safety signal, we |ook at a
18 review and we say we're not going to do another
19 conprehensi ve safety evaluation on this particular issue
20 right now, we don't consign that issue to the dust bin.
21 The safety evaluators regularly re-1ook at things and

22 we do data mning, a nunber of tools, and we actually
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1 pull cases fromtime to time to see if the signals are

2 getting any stronger.

3 So if the conmttee actually finds a

4 particular signal, you can discuss it and nake

5 recomendations to us and we'll take it back and we can

6 conti nue investigating, even though it's technically in

7 routine nonitoring.

8 DR. MURPHY: | think the differentiation to
9 knowis that -- well, two things. One, it doesn't go
10 into a black box, so they're always | ooking, okay. But

11 if there's a particular pediatric signal -- because

12 renmenber they're |ooking at nunbers, and you know what
13 happens with kids. So it's a |ower anndnt of reporting.
14 So if there's a specific issue that the conmttee was
15 concerned about, we can ask that we focus on that.

16 But outside of that, otherwise it would go

17 back to the routine nonitoring.

18 CHAl RVAN ROSENTHAL: Dr. Starke.

19 DR STARKE: | just wanted to add, as a

20 nmedi cal officer and a primary reviewer in a review

21 di vi sion, we get those safety reports just as OSE does

22 and we |l ook at them | see themall the tine.
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| also wanted to nention that there is a
pregnancy registry that is an ongoi ng eval uati on of the
potential for any effect on pregnancies with this
particul ar product.

CHAI RVAN ROSENTHAL: Ckay, thank you.

Dr. Kaplan, are you okay with just going ahead
with calling out the vote?

DR KAPLAN: |I'mokay with calling out the
vot e.

CHAI RVAN ROSENTHAL: Thanks. So, Dr. Reed,
will you get us started.

DR. REED: M chael Reed votes yes.

SANTANA: Vi ctor Santana v\ot es yes.
DRACKER: Bob Dracker, yes.

MOTI L: Kat hl een Motil, vyes.
WAGENER:  Jeff Wagener, abstain.
TOMBI N.  Kenneth Towbin, concur.
KRI SCHER: Jeff Krischer, yes.

WRI GHT: Joe Wi ght, yes.

El CHNER  Marilyn Eichner, yes.

CASTILE: Bob Castile, yes.

T 3 5 3 3 DB ID D

KAPLAN:  Shelly Kaplan. Yes, | agree with
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1 the returning to routine nmonitoring. |'mnot sure that

2 a safety signal hasn't been identified here, though.

3 DR. BAKER  Susan Baker, yes.

4 DR. WEFLING Bridgette Wefling, yes.

5 DR M NK: John M nk, yes.

6 DR. FRANCO |Israel Franco, yes.

7 DR HI LLARD: Paula Hi |l ard, yes.

8 DR. WALKER: Leslie Wl ker, yes.

9 DR FELNER  Eric Fel ner, yes.

10 DR. RAKOABKY: Al ex Rakowsky, yes.

11 DR VH TE: M chael Wite, yes.

12 CHAl RVAN ROSENTHAL: Dr. Starke.

13 DR STARKE: |1'd just like to \ask what safety
14 signal are you concerned about so we can at | east

15 consider it?

16 DR KAPLAN: Shelly Kaplan. The nephrotic

17 syndronme issue. There were the two cases in maybe 2100
18 patients. Again, | realize that determ ning a nunerator
19 and a denominator is difficult, but it seens like that's
20 a | ot higher than what one woul d expect in 2,000 kids.
21 DR MJRPHY: W already passed it on. So it
22 wll be | ooked at.
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1 DR CASTILE: Bob Castile. |Is there a way to
2 flag that in particular in your routine nonitoring?
3 Because | thought it was an astute pickup. | don't
4 carry those nunbers in ny head. But | nmean, it seens
5 i ke an unconmmon occurrence. | think both of themwere
6 inlong-termtreated patients, so it sort of nakes

7 physi ol ogi c sense.

8 So | guess ny question for this and even for

9 the other drugs is, in your routine nonitoring could you
10 flag for this one nephrotic syndrone and for drugs

11 earlier this norning sone of the other issues that we

12 were concerned about? | mean, do they get flagged?

13 DR HAUSMAN:. It has just beeﬁ fl agged by the
14 conmttee. | don't say that to make light of it. It's
15 just been flagged. Part of what we do is -- well, al

16 of what we do is we | ook at cases. Wen peopl e ask

17 about nunerators and denomi nators, they're certainly
18 exceptional ly i mpor t ant from an epi deni ol ogi ca
19 standpoint. On the pharmacovigil ance side, when the
20 safety evaluators do the reviews they actually | ook at
21 nunbers. But they also concentrate on the quality of

22 t he cases.
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1 You hear us say a | ot about confounders and
2 insufficient clinical information. | pulled the reports
3 with the safety evaluators for these particul ar cases
4 because they tickled nmy interest, too, and there really
5 isn"t alot of data there. So we're tickled. W don't
6 -- when we say there's not enough to go on, again we

7 don't consign it to the dust heap. W can take the

8 i ssue back within the division and di scuss how we want

9 to follow up, and then we can get back through Di anne to
10 the commttee if necessary.
11 DR CASTILE: Bob Castile again. So being new
12 to the conmttee, are there -- it appears that there are
13 ot her options other than yes or no. Ché is to flag the
14 drug and | think probably there's another, which is to
15 i nvestigate further and conme back with nore information
16 on issues where we're not sure that we want to vote yes
17 or no. Am|l getting it?
18 DR. MJRPHY: You're getting it. W usually
19 gi ve you FDA' s recommendati on. Again, because we do
20 have a | arge nunber of people who aren't routinely on
21 the committee, we could have probably spelled it out

22 better for you, that if you have a concern, yet you
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1 don't want us to bring that product specifically back

2 within a certain period of time or after a certain

3 metric, you can say that, |'mconcerned and would Iike
4 additional followup. And we'll take that back

5 CHAl RVAN ROSENTHAL: Just to point out that,

6 al t hough the votes are sort of a dramatic nonent in the
7 proceedi ngs of the commttee, what the agency seens to
8 really process and null over for nonths to years -- 1've
9 seen this happen over periods of years -- are the
10 comments that are nade, the discussions that happen
11 around this table.
12 So if you do have reflections, if you do have
13 conments, never be shy about bringing thén1up. That's

14 what matters nuch nore so than the voting, in ny

15 opi ni on.
16 DR. MJRPHY: | wanted to second that. W go
17 back -- we get into internal discussions: Ch, that's

18 not what they said. W'I|l pull the transcripts and

19 we'll go back. ©Oh, that is what they said. So if you
20 have an issue, this is -- that's why you're here, to
21 bring it up. And maybe nobody will agree with you, but

22 that's okay.
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N

on that, Dr. Mirphy. |

vi ew ends up being the view that

W

ker nel ,
5 t he agency. So |
6 rai se their hands and you don't fee
7 right thing to do, then don't
8 explain why. That's the best

9 do for this public health effort.
10 All

right. Dr. Wite,

11 a couple times down there.
12 coment ?
13 DR VH TE:

14 sitting on the |IRB W see lots

15 conjugated antibodies, and it seens

16 syndrome is not that unusual

17 this particular antibody-based drug to others,

18 there's an increased incidence for
19 O that mght be one way to nonitor it.
20 DR HAUSMAN:

21 talk to our experts,

22 of a conplicated question on its face and |

Actual ly,
think sonetinmes the dissenting
really has a new

a new reflection that should be considered by
woul d encour age peopl e,
like that's the
rai se your hand and

-- that's the best you can

|"ve seen your hand up

Did you stil

Just a very quick one.

Is there a way to conpare
nephroti c syndrone?

I'"d actually have to go back and

because it sounds like a bit nore
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"1l one-up you

if 14 people

have a

|'ve been

of anti bodi es,

i ke nephrotic

to see if

woul dn' t
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1 want to m sspeak right now

2 DR. WHI TE: Ckay. Thank you.
3 CHAl RVAN ROSENTHAL: All right. Well, thank
4 you, Dr. Taylor. Dr. Taylor's going to cone back for a

5 return visit this afternoon.

6 But right now we get to break for lunch. Dr.

7 El l enberg's telling me that there are some small roons

8 set aside over in the restaurant for the conmttee

9 menbers. Please don't tal k about the proceedi ngs during
10 [unch, and we'll see you back at 1:00, at 1:00 o'cl ock,

11 for the open public forum

12 Thank you.
13 DR MJRPHY: Particularly for the new nenbers,
14 it may be very tenpting to tal k anongst yourselves. But

15 that really is sonething we ask you not to do. W' ve
16 gotten into trouble previously. So thank you.

17 (Whereupon, at 12:04 p.m, the neeting was
18 recessed, to reconvene the sane day at 1:00 p. m)

19

20

21

22
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1 AFTERNOON SESSI ON
2 (1: 00 p.m)
3 OPEN PUBLI C MEETI NG
4 CHAl RVAN ROSENTHAL: This is the opening

5 statenent for the open public session. This is the

6 point in our neeting where we're open for a public

7 hearing, and there's a statenment that | read as we begin

8 this process.

9 Bot h the Food and Drug Administration and the
10 public believe in a transparent process for information-
11 gathering and deci sionnaking. To ensure such
12 transparency at the open public hearing session of the

13 Pedi atric Advisory Comm ttee neeting, FDA believes that

14 it is inportant to wunderstand the context of an
15 i ndi vidual's presentation.
16 For this reason, FDA encourages you, the open

17 public hearing speaker, at the beginning of your witten
18 or oral statenent to advise the conmttee of any
19 financial relationship that you may have with any firm
20 or any group, their products, and, if known, their

21 direct conpetitors, that is likely to be inpacted by the

22 topi c you address in your presentation.
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1 For exanple, this financial information may
2 i nclude the paynment of your travel, |odging, or other
3 expenses in connection with your attendance at this
4 nmeet i ng.
5 Li kewi se, FDA encourages you at the beginning

6 of your statenment to advise the conmttee if you do not

7 have any such financial. If you choose not to address

8 this issue of financial relationships at the beginning

9 of your statenent, it wll not preclude you from
10  speaking.
11 Al'l right. That having been said, we have two
12 speakers for the open public forum The first is Lydia
13 Stuckey, who's going to be speakind on behalf of
14 Reproductive Heal th Technol ogi es Project.
15 Each of the speakers will have five mnutes
16 and, just to orient you to the room there's a light,
17 which I don't have ny glasses on, so | can't see it, but
18 there's a light right there, which will give you sone

19 cues about your tim ng.

20 Thank you.
21 STATEMENT OF LYDI A STUCKEY
22 M5. STUCKEY: | appreciate this opportunity to
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1 speak with you today. | am Lydia Stuckey, a senior
2 associate for progranms and policy at the Reproductive
3 Heal t h Technol ogi es Project, and | amreadi ng comments
4 on behal f of Kirsten Mdore, our president and CEO
5 RHTP is a national not-for-profit advocacy

6 organi zation with a mssion to advance the ability of

7 every woman to achieve full reproductive freedomwth

8 access to the safest, nost effective, appropriate, and

9 accept abl e technol ogi es for ensuring her health and
10 controlling her fertility. RHTP does not receive any
11 fundi ng from pharmaceutical conpani es.
12 For nore than a decade, RHTP has worked to
13 expand access to and awar eness \of ener gency
14 contraception, a safe, effective backup birth contro
15 met hod. RHTP has |long believed that the full potenti al
16 of this product will not be achieved until it is on the
17 shel f within easy reach of all consunmers who need it.
18 W hope the commttee today will send a strong
19 and unanbi guous statenent that all available information
20 provides reassuring evidence that Plan B One-Step,
21 | evonorgestrel emergency contraception product, can

22 safely be used by anyone at risk of an unintended
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1 pregnancy, including adol escents, and should be nmade as

2 easily avail able as possible in hopes of reducing the
3 rates of unintended pregnancy.
4 Teenage pregnancy is a real public health

5 concern. According to the |atest statistics, there were
6 approxi mately 750,000 pregnanci es anong teens 15 to 19.
7 82 percent of teen pregnancies are unplanned and teens
8 account for about one-fifth of all unintended
9 pregnanci es annual |l y.
10 Nearly one in five teens at risk for
11 uni nt ended pregnancy were not using any contraception
12 nmet hod at | ast intercourse. The need anong adol escents
13 for a backup contraception nethod is cleér.
14 Plan B One-Step, as |'m sure everyone here is
15 aware, is a birth control nmethod that can prevent
16 pregnancy up to 72 hours after unprotected sex or
17 contraceptive failure. Extensive data, including the
18 reports fromthe FDA in the briefing books in front of
19 you, show there is no evidence of pediatric safety
20 signals for Plan B One-Step. Any side effects are m nor
21 and tenporary.

22 More inportant, the risks posed by these --
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1 the risk posed by these side effects is slight when

2 conpared to the potential risks posed by unpl anned
3 pregnancy, especially anmobng adolescent and young
4 adol escents females. It's not easy to think about a

5 teenage couple having sex, but if they are it's
6 i nportant they have access to safe options that can
7 reduce the risk of an unwanted pregnancy.
8 Plan B One-Step is nore effective the sooner
9 it's used. Keeping the product on prescription for
10 adol escents 16 years and younger and behind the counter
11 for all leads to unnecessary del ays and detours to
12 accessing this safe product. W should help teens who
13 are facing the risk of unintended pregnéncy t ake qui ck
14 action to protect thenselves, not put nore barriers in
15 their way.
16 Anot her reason that energency contraception
17 shoul d be avail able over the counter is that, given the
18 [imtations to access of health care services today,
19 this safe and effective product does not need to be a
20 further burden on health care providers' tinme unless
21 there are real questions by patients about the product.

22 Data shows teens can easily understand the instructions
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1 for use and take the product as directed.

2 Wth all the positive data on | evonorgestrel
3 emer gency contraception out there, it is perplexing that
4 the Department of Health and Human Services has all owed

5 politics to trunp science time and again over the |ast
6 decade. Most recently, in Decenber HHS Secretary
7 Kat hl een Sebelius overruled the thorough review of
8 experts at the FDA who approved Plan B One-Step for
9 over-the-counter access. Wth its remarkable and well
10 docunented safety profile, there is no reason to hold
11 Plan B One-Step to a different standard, kept on
12 prescription and hel d behind the pharmacy counter.
13 For nmore specific information ébout how Pl an B
14 One-Step is safe and neets the criteria for over-the-
15 counter use, it is docunented in your packet through
16 letters by the Anerican Col |l ege of Obstetricians and
17 Gynecol ogi sts, researchers Doctors Tina Raine and Dr.
18 Cynthia Harper, and a joint letter from wonen's
19 advocat es submtted by t he Repr oducti ve Heal th
20 Technol ogi es Proj ect.
21 In sum there is no evidence to suggest a need

22 to relabel Plan B One-Step based on its safety profile,
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but there is copious evidence to support relabeling it

for over-the-counter use. W hope you confirmthis

t oday.

Thank you.

CHAI RMAN ROSENTHAL: Thank you, Ms. Stuckey.

Qur next speaker will be -- our next speaker
will be Kate Ryan fromthe National Wnen's Health
Net wor k.

STATEMENT OF KATE RYAN

MS. RYAN: Hello. M nane is Kate Ryan. |'m

with the National Wonen's Health Network. It's a

nonprofit advocacy organi zation that works to inprove
the health of all wonen, and we bring the voices of
wonmen consunmers to policy and regul atory deci si onmaki ng
bodies. We're supported by our nmenbers and do not take
financial contributions fromdrug conpani es, nedical
devi ce manufacturers, insurance conpani es, or any other
entity with a financial stake in wonen's health
deci si onmaki ng.

My comments today will focus on the pediatric
safety of three reproductive health products that the

commttee is discussing today and tonmorrow. Plan B,
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Mrena, and Cervarix. As advocates for wonmen's health
and for appropriate safety surveillance, we're pleased
the FDA continues to nonitor the safety and efficacy of
contraceptives and other products |ike the HPV vacci ne
that wonen rely on for reproductive health

Ext ensi ve research over many years shows t hat
it's very safe to use | evonorgestrel, the drug contai ned
in Plan B and Plan B One-Step, as a backup birth contro
nmet hod to prevent pregnancy after unprotected sex or
contraceptive failure. Gven the depth of this evidence
base, we're wunsurprised the FDA's post-marketing
eval uation safety review found no evidence of pediatric
safety concerns with Plan B or Plan B Ché-Step

In fact, as |"'msure you're all aware and as
Lydia just nentioned, the agency recently eval uated al
available data for pediatric use of Plan B from
scientific evidence to clinical information and found
that not only are there no pediatric-specific safety
concerns, but that |evonorgestrel-based energency
contraceptive products neet the FDA's standard for over-
t he-counter products for wonen of all reproductive ages.

The agency concluded that Plan B One-Step is safe and
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1 si npl e enough for anyone to use w thout a | earned

2 internediary.
3 We're deeply disappointed that the FDA's
4 scientific determ nation was overturned by HHS Secretary

5 Kat hl een Sebelius and, though we wunderstand this
6 advi sory commttee is not tasked wth decidi ng whet her
7 Plan B One-Step shoul d be an over-the-counter product,
8 we hope the committee will nake a strong and unambi guous
9 statenment that all avail abl e evidence denonstrates Pl an
10 B One-Step can be safely used by teens.
11 Wth a safety track record this strong, there
12 shoul d be no doubt in anyone's mind that regul atory
13 barriers to access this product serve oﬁly to nmake it
14 nore difficult to prevent unintended pregnancy.
15 Wth regard to Mrena, the |evonorgestrel -
16 release 1UD, we're pleased to see the agency's safety
17 revi ew found no evidence of pediatric safety concerns.
18 Although Mrena also has a strong safety track record,
19 the history of IUDs in the U.S. continues to cast a
20 shadow over public perceptions of the nethod, which we
21 hope FDA' s safety reviews, such as this one, can help to

22 di spel
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Al t hough pediatric use of Mrena accounts for
| ess than one percent of the patient population, it is
i mportant to exam ne the safety and efficacy of this
product in wonen of all reproductive ages.

Finally, we're also pleased to see the FDA
review found no safety issues for Cervarix, the vaccine
for prevention of strains of HPV. This safety finding
is particularly inmportant and tinely, given the basel ess
charges recently | evel ed agai nst the HPV vacci ne by sone
political candidates. This review adds to the base of
evi dence that supports making the HPV vacci ne avail abl e
and can help stemthe spread of misinformation and
scientifically debunk <clains that sérve only to
underm ne the public health.

A strong statenent fromthis conmttee and
from the FDA providing a positive evaluation of
Cervarix's safety will reassure parents and provide
advocates with further evidence to push back agai nst
t hese cl ai nrs based on ideol ogi cal opposition to the
product rather than science.

I n conclusion, we strongly support the FDA's

determ nation that there is no evidence of pediatric
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1 saf ety concerns for any of the three reproductive health

2 products considered by the commttee, Plan B, Mrena, or
3 Cervarix, and consequently no changes to their |abel are
4  necessary.

5 Nevert hel ess, we support t he FDA' s

6 recommendation that post-market safety surveillance of
7 these products continues in accordance wth the
8 standards established by BPCA and PREA for all simlar
9 products in pediatric use. This position reflects two
10 deeply held principles that guide the NVHN s advocacy.
11 Since its inception, we have recogni zed the need for
12 | ong-term eval uati on of safety and effectiveness of
13 nmedi cal products so that women havé evi dence- based
14 information on which to base their health care
15 deci sions, and we believe that political considerations
16 shoul d not |ead the agency to hold reproductive health

17 products to a different standard than other products.

18 Thank you for your tine.
19 CHAI RVAN ROSENTHAL:  Thank you
20 Now we have a few witten comments that have

21 been submitted, and Dr. Ellenberg and | will tag-teamin

22 the reading of these. | wll read first a letter that
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1 was sent to the agency by Cynthia Harper, Ph.D

2 Associ at e Pr of essor, Depar t nent of Qostetrics,

3 Gynecol ogy, and Reproductive Sciences at the University
4 of California-San Francisco. The letter is:

5 "Regarding comments for the U S. FDA Pediatric

6 Advi sory Conmittee on Plan B One-Step, |evonorgestrel

7 Data from nunerous studies we have conducted in

8 pedi atric and adol escent popul ati ons denonstrate that

9 young females who take |evonorgestrel energency
10 contraception exhibit simlar pharnmacokinetics and side
11 effect profiles as adults. They al so denonstrate that
12 they are able to correctly use | evonorgestrel emnergency
13 contraception and that they do not have\increased risk
14 behaviors as a result of increased access to the
15 medi cati on
16 "Qur nost recent study, submitted as actual
17 use data to the FDA, assessed appropriate self-selection
18 based on reading the product |abel and correct use of
19 Plan B One-Step without consultation with a health care
20 provider. The study results provide a high | evel of
21 support for the ability of young femal es under age 17 to

22 appropriately select and correctly use | evonorgestrel
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1 1.5 mlligramsingle tablet in a nmanner consistent with

2 over -t he-counter access.
3 "Females aged 11 to 17 years requesting
4 energency contraception at teen reproductive health

5 clinics were eligible to participate. At the request of
6 the FDA, the original protocol incorporated a goal to
7 enroll a mnimum of 25 participants of each age group
8 from1l to 17 years. However, based on information from
9 published literature on age of menarche and age of
10 sexual initiation in the United States, as well as study
11 experience over a two-year period showi ng that very | ow
12 nunbers of fermales 13 years and under actually present
13 to clinics requesting energency contracéption, t he FDA
14 elimnated the requirenment for 25 participants in each
15 group fromage 11 to 13 years.
16 "Over a two-year period, three participants
17 under age 13 were enrolled in our study, 35 aged 14, 100
18 age 15, 141 age 16, 66 age 17. No fenmles under age 13
19 were screened or enroll ed.
20 "After reading the label, 91.5 percent
21 appropriately made the deci sion whether to use the

22 product or not. There were no differences in
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1 appropriate selection after reading the | abel by age.

2 Anong participants in the correct use analysis, 92.9

3 percent correctly used it less than 72 hours after

4 unprotected sex. There were no significant differences
5 in age in the correct use analysis. No unusual adverse

6 events were observed anong partici pants who used the
7 product .
8 "I'n our studies conducted in 2004 to 2006 on
9 the tolerability and pharnmacoki netics of |evonorgestrel,
10 female 13 to 16-year-olds had sim | ar pharmacoki netics
11 and side effect profiles as did adults. W also
12 conducted | arge behavi oral studies that showed that
13 adol escents under age 16 behaved no différently t han
14 ol der adol escents or young adults, and those wth
15 increased access to the product used energency
16 contraception nore frequently if needed, but did not
17 show any difference in sexual risk behaviors, including
18 unprotected intercourse, consistent condom use, STI
19 acqui sition, pressure for sex, or increase in nunber of
20 sexual partners.
21 " Adol escent s with i ncreased access to

22 emer gency contraception also reported hi gher convenience
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and i nconveni ence was a frequent reason for non-use
after unprotected intercourse.

"Teenage pregnancy is a serious health problem
in the United States, but is not prevalent anong
preteens. The argunent that we have insufficient data
on how 11-year-olds use energency contraception is a
distraction fromthe truth. 1In the United States, few
have reached nenarche, |ess than 10 percent, and far
fewer, only 7 out of 1,000, have had sex. Keeping
enmergency contraception prescription-only for females
under 17 has the | argest inpact on 15 to 16-year-ol ds,
who are 280 tines nore likely to be sexually active than
adol escents under age 13. \

"Figure 1" -- there's a figure in this that
"Il describe in a second. "Figure 1 from our ongoing
research shows the steep age curve for energency
contraception use, with the first significant provision
of the nedication occurring anong 15 to 16-year-ol ds.

By restricting access to enmergency contraception, we're
not providing pronpt treatnent for the | argest group of
teens in need."

Figure 1, the title is "Female Fam |y PACT
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Clients Provided Energency Contraception in 2009 By

Age," and there is a skewed frequency distribution.
number of clients is on the Y axis, goes fromzero to a
peak of 36,000 or 37,000. The age distribution is such
that the nedian | ooks like it's about at age 20.

"Thank you for your thorough review and
consi deration of the pediatric and adol escent data on
| evonorgestrel energency contraception.” Si gned,
"Cynt hia Harper, Ph.D."

DR. ELLENBERG |'m going to read the next
comment, which was submitted by Lisa Smith Goldstein on
behal f of the American Coll ege of Obstetricians and
Gynecol ogi st s:

"The Anmerican Col |l ege of Obstetricians and
Gynecol ogists ("the <college"), a national nedica
organi zation representing over 56,000 nenbers who
provi de health care for wonmen, thank the U S. Food and
Drug Adm nistration for holding the Pediatric Advisory
Committee neeting and for the opportunity to conment on
the safety of Mrena, Plan B One-Step, and Cervarix for
adol escents.

"The Anmerican Col |l ege of Obstetricians and
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Gynecol ogi sts supports the wuse of |evonorgestrel
intrauterine system enmergency contracepti on and human
papi | | oma virus vacci ne by adol escents and urges the
commttee to do the sane. Adol escents are a uni que
subset of the pediatric population. Adolescence is a
tinme of psychosoci al , cogni tive, and physi ca
devel opnent as young people make the transition from
chil dhood to adulthood. This transition includes sexua
devel opnent and often may entail behaviors that put
young wonmen at risk for pregnancy and sexually
transmitted infections.

"Access to needed reproductive health care can
greatly facilitate young people's healtﬁy transition to
adul thood. G ven the inportance of the appropriate
reproductive health care for this population, the
college thought it especially inportant to provide
support regarding the safety of these three products.

"Intrauterine contraception. Data support the
safety of intrauterine contraception for nobst wonen,

i ncl udi ng adol escent s. The conplications of
intrauterine contraception di ffer little bet ween

adol escents and ol der wonen. As such, the coll ege
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1 supports the wuse of intrauterine contraception for

2 adol escent fennl es.
3 "The Centers for Di sease Cont r ol and
4 Prevention's 2010 nedical eligibility criteria for

5 contraceptive use, endorsed by the college, supports the
6 use of intrauterine contraception in wonmen from nmenarche
7 to age 20 years, stating that 'The benefits of
8 intrauterine contraception generally outweigh the

9 risks." Over 40 percent of 15 to 19-year-old girls have

10 ever had sex" -- excuse ne -- "have ever had sexua
11 i nt ercourse.
12 "Because adol escent s contri bute

13 di sproportionately to the epidemc df uni nt ended
14 pregnancy in this country, top tier nmethods of

15 contraception, including |evonorgestrel intrauterine
16 system shoul d be considered as a first-line choice for
17 both nul |'i parous and parous adol escents.

18 "Correct and consi st ent use of t he
19 contraception is an integral part of the prevention of
20 adol escent pregnancy, and intrauterine devices are a

21 | ong-term safe, highly effective, and non-user-dependent

22 met hod of contraception. That may be a particul ar
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1 benefit to adol escents, who are | ess adherent to daily

2 contraceptive regimens and less likely to wuse
3 contraception consistently.
4 "The | evonorgestrel intrauterine system nay

5 al so all eviate bl eeding concerns, decreasing days m ssed
6 from school or work.
7 "Enmergency contraception. Since 2001 the
8 col | ege has been on record in strong support of making
9 emer gency contraception avail able over the counter with
10 no age restriction. The college thanks the FDA for its
11 recent evidence-based conclusion that Plan B One-Step is
12 safe and effective and shoul d be approved for non-
13 prescription use for all females of chi | dbeari ng
14 potenti al . The overwhelm ng scientific evidence
15 denonstrates that the energency contraception is both
16 safe and effective in preventing an unintended
17 pr egnancy.
18 "Emergency contraception provides a post-
19 coital nethod of contraception that may be particularly
20 useful for adol escents who rely on condons or who have
21 had unprotected intercourse and have had high rates of

22 uni nt ended pregnancy.
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1 "The Centers for Di sease Cont r ol and

N

Prevention's 2010 nedical eligibility criteria for

contraceptive use, endorsed by the college, include no

W

conditions in which the risk of enmergency contraception
5 use outwei ghs the benefits."
6 "Human papilloma virus vaccination. Human
7 papilloma virus ("HPV') is the nost common sexual |y
8 acquired infection in the world. Nunerous natural
9 hi story studi es have denonstrated that as many as 50
10 percent of sexually active young wonen in the United
11 States will have positive test results for HPV within 36
12 nont hs of the onset of sexual activity.
13 "Recurrent i nfections are \ also  common.
14 Consequently, preval ence data indicate that up to 57
15 percent of sexually active fermal e adol escents in the
16 United States at any one point in time are infected with
17 HPV. The coll ege therefore recomends HPV vacci nation
18 wth either the bivalent or quadrival ent vacci ne of
19 femal es age 9 to 26, with receipt of the first dose
20 ideally at 11 to 12 years of age. Both HPV vaccines are
21 the nost effective if given before the exposure to the

22 HPV i nfection. However, sexually active girls and wonen
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can receive sonme benefit fromthe vaccinati on because
pre-treatnment exposure to all HPV types prevented by the
vaccines is unlikely in femal es age 13 years through 26
years.
"Summary and recomendations. The col | ege
supports the FDA's efforts to ensure the safety of
M rena | evonorgestrel -rel ease intrauterine system Plan
B One-Step, and Cervarix for adol escents. It is the
opi nion of the college that all three are safe for use
by adol escents and serve a vital role in preventing
uni nt ended pregnancy and sexual l'y transmtted
i nfections. W encourage the Pediatric Advisory
Committee to concur with this opinion.
"For nore information, please contact Lisa
Gol dstein, senior director, adolescent health care."
And she provided her email address and her phone numnber.
CHAI RVAN ROSENTHAL: These are being read into
the record, but the actual paper versions wll be

included in the docket for the neeting as well.

So this is the last conment. It is froma
person who identifies thenselves as "Gene Public."” The
topic of this email is, it says, "Public Coment on
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1 Federal Register: Pediatricians have a conflict of

2 interest in pronoting vaccines. The noney and greed of
3 it all."

4 The content, the body of this note is as

5 foll ows: "This is a conplaint about this agency

6 advocating 70, 7-0, doses of vaccines for little tiny

7 children, which represents an assault on a snal

8 devel opi ng body. The growmh factor in cells is

9 negatively influenced by all of these vaccines. They're
10 given too early in life, not spaced well. Wo knows how
11 bi osecure they really are?
12 "Nobody i nvestigates where the chickens |ive

13 t hat produce the eggs. Nobody knows what the eggs | ook

14 i ke and how clean are their surroundings. W all know
15 amllion eggs were recalled for salnonella. You could
16 be injecting" -- expletive deleted -- "into kids. You

17 don't really know, and you don't really seemto care,

18 either."
19 And that's the end of that comment.
20 All right. Well, at this point we nove from

21 t he open public neeting to the next presentation by Dr.

22 Taylor, for Plan B One-Step, |evonorgestrel.

Alderson Reporting Company
1-800-FOR-DEPO



FDA Pediatric Advisory Committee Meeting January 30, 2012
Gaithersburg, MD

213

1 PLAN B ONE- STEP ( LEVONORGESTREL)

2 STANDARD REVI EW OF ADVERSE EVENTS

3 DR. TAYLOR This is the pediatric focused

4 safety review for Plan B One-Step | evonorgestrel .

5 (Screen.)

6 Thank you.

7 This is an outline of the topics | will cover.
8 (Screen.)

9 (Screen.)
10 Plan B One-Step is marketed as 1.5 mlligram

11 oral tablets by Duranmed Pharmaceuticals, |ncorporated.
12 Thi s progestin-only energency contraception is indicated
13 for the prevention of pregnancy follomﬁné unpr ot ect ed
14 intercourse or a known or suspected contraceptive
15 failure. It is available by prescription for wonen

16 younger than age 17 years and avail abl e over the counter
17 for wonen 17 years and ol der.

18 (Screen.)

19 Plan B One-Step was originally approved for

20 mar keting on July 10, 2009, the sane date of the PREA
21 | abel i ng changes. There are two related products, Plan

22 B and Next Choice, which contain 0.75 mlligrans of
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| evonorgestrel and are dosed at one tablet very 12 hours
for a total of 2 doses.

(Screen.)

The pivotal clinical study |eading to approval
was a doubl e-blind, random zed, mul ti-center,
mul tinational study of 2,381 healthy wonmen who needed
energency contraception within 72 hours of unprotected
intercourse. The patients were randomy allocated to
receive either a single dose of 1.5 mlligrans or two
doses of 0.75 mlligrans.

The wonen who took Plan B One-Step had 84
percent of expected pregnancies prevented and those who
took Plan B had 79 percent of expected ﬁregnancies
pr event ed.

(Screen.)

The labeling states that safety and efficacy
are expected to be the sane for post-pubertal
adol escents |l ess than 17 years and for users 17 years
and ol der.

(Screen.)

The next few slides discuss the safety

| abel ing, both prescription and over-the-counter. The
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1 prescription | abeling contraindicates use in the case of

2 known or suspected pregnancy. The |abeling provides
3 war ni ng for ectopic pregnancy, |ack of effectiveness in
4 termination of an existing pregnancy, alteration of

5 expected nmenses, and | ack of protection against STls or

6 HI V.
7 (Screen.)
8 The | abeling al so provides a warning that a

9 rapid return of fertility is likely follow ng treatnent
10 wth Plan B
11 (Screen.)
12 This table lists the adverse events seen in
13 greater than 4 percent of wonen studied,\mﬁth heavi er
14 menstrual bl eeding being the nost common.
15 (Screen.)
16 The drug facts | abel contains simlar warnings

17 and precautions as the prescription |abeling. The |abe

18 lists conmon adverse events, as you see here.

19 (Screen.)

20 On to some information about use.

21 (Screen.)

22 From year 2002 to year 2010, the nunber of
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1 packages sold for over-the-counter and prescription Plan

2 B, Plan B One-Step, and Next Choice increased from
3 129, 000 packages to 7.2 million. During year 2010, Next
4 Choi ce accounted for the highest proportion of the total

5 sal es market with 65 percent, followed by Plan B One-
6 Step with 35 of total sales, and Plan B with less than 1

7 percent.

8 (Screen.)

9 This figure reiterates the sane data di scussed
10 in the previous slide.
11 (Screen.)
12 The nunber of patients receiving di spensed

13 prescriptions for oral single-ingredient |evonorgestre
14 products as a whol e increased from 64,400 in year 2002
15 to 484,000 in year 2006. It then decreased to 190, 000

16 in year 2010.

17 (Screen.)

18 Oh, I'msorry. Excuse ne.

19 (Screen.)

20 During year 2010, 106,000 patients received

21 prescription for Next Choice, 85,500 patients received

22 prescriptions for Plan B One-Step, and 3,800 patients
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1 recei ved prescriptions for Plan B

2 (Screen.)
3 This figure shows that the majority of
4 patients receiving dispensed prescriptions for ora

5 si ngl e-i ngredi ent | evonorgestrel products throughout the
6 time period examned was age 18 years and older.
7 Pedi atric patients age 17 years and younger accounted
8 for a small proportion of total patients.
9 (Screen.)
10 This table again shows that the majority of
11 patients receiving di spensed prescriptions for
12 i ndi vidual product Plan B, Plan B One-Step, and Next
13 Choice in year 2010 was 18 years and oldér. Pedi atric
14 patients age 17 years or younger accounted for around 10
15 percent of patients receiving di spensed prescriptions
16 for each product. The trend is simlar for other years.
17 (Screen.)
18 Over the cunulative tinme period from 2002 to
19 year 2010, gynecologist was the top prescribing
20 specialty for Plan B. The top prescribing specialty for
21 Next Choice and Plan B One-Step was unspecified,

22 foll owed by gynecol ogist. Over the sane tinme period,
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contracepti on managenent was the top diagnosis for Plan
B for all age groups and for Next Choice for adults age
18 years and ol der.

(Screen.)

| will now review the post-nmarketing adverse
events reports received by the agency. There were a
total of 19 pediatric reports, of which 18 were coded as
serious and included one death.

(Screen.)

This slide illustrates the process for case
sel ection of the serious adverse events. W start with
a crude count of 18 serious pediatric reports. There
were no duplicate reports. W excluded }hree reports,
one with a fatality in a premature infant and two
premature births. W were left with 15 cases, none of
whi ch were fatal.

(Screen.)

Al'l of the cases were in females. The ages
range from 15 to 17 years. The majority of the cases
i nvol ved the two-dose regi nen

(Screen.)

This slide provides a breakdown of the cases
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1 by adverse event. Three adverse events -- henatenesis,
2 | oss of consciousness, and syncope -- are unl abel ed
3 events. There were four cases of henmatenesis.
4 (Screen.)
5 The first case involved a 15-year-old who took

6 Plan B and experienced dizziness, non-nenses-Ilike
7 stomach pain, and poor appetite two to three days |later.
8 The next day the patient experienced one epi sode of
9 vom ti ng bl ood.
10 The second case involves a 16-year-old who
11 took Plan B One-Step. 14 days later, the patient
12 vom ted bl ood for an unknown duration. A hone urine
13 pregnancy test conducted the sanme day maé positive.
14 (Screen.)
15 In the third case, a 16-year-old took a single
16 dose of Plan B and experienced nausea and intermttent
17 vomting that same day. Two days later, the patient
18 experienced henmatenesis and went to an energency room
19 for evaluation. The patient's stomach was punped and
20 she was di scharged honme. Three days |later, the nausea
21 and vomting continued, but no further hematenesis. In

22 addi tion, the patient experienced vagi nal bl eedi ng which
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1 was | ater than her nornmal nenses.

2 The | ast case involves a 17-year-old who took
3 Plan B. The next day the patient experienced vagi nal
4 bl eedi ng heavi er than her normal period for one day.

5 Two days after taking Plan B, the patient experienced
6 one episode of vomting with a small anmount of bl ood.
7 (Screen.)
8 There were four cases involving |oss of
9 consci ousness or syncope. The first is a 16-year-old
10 who took Plan B two tablets as a single dose and then
11 another two tablets as a single dose one day later. The
12 next day after the second dose, she stood up froma
13 seated position and | ost consci ousness fbr approxi matel y
14 five seconds. The patient did not seek nedica
15 treatnent.
16 The next case is a 16-year-old who took Pl an
17 B. The next day the patient experienced severe
18 abdom nal pain, which caused her to faint and hit her
19 chin, resulting in a laceration. She was transported to
20 t he energency room where it was thought that the
21 abdom nal pain caused a drop in blood pressure. She was

22 treated and rel eased five hours |later. The abdom na

Alderson Reporting Company
1-800-FOR-DEPO



FDA Pediatric Advisory Committee Meeting January 30, 2012

Gaithersburg, MD

N

W

10
11
12
13
14
15
16
17
18
19
20
21
22

221

pai n resol ved t he next day.

(Screen.)

The third case is a 17-year-old who took Pl an
B and experienced a nosebleed and nenstrual-like
cranpi ng the next day. That sanme day, the patient
passed out while at school for an unknown duration. She
was seen by the school nurse, who rel eased her after an
hour. The nosebl eed resol ved the sane day, but the
cranpi ng persisted for an unknown | ength of tine.

In the | ast case, we have a 16-year-old who
took Plan B and experienced dizziness and fainting that
sane day while in the heat and watching her boyfriend
feed a nouse to a snake. The dizziness énd fainting
resol ved the next day -- the sanme day.

(Screen.)

In summary, this concludes the pediatric
focused safety review. There were no new pediatric
safety signals identified. FDA reconmends returning to
routine nonitoring. Does the conmttee concur?

(Screen.)

I"d like to thank the people here for their

help with this presentation
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1 CHAl RVAN ROSENTHAL:  Thank you, Dr. Tayl or

N

Al'l right. Wat discussion shall we have
about Pl an B One- Step?

DR. MJURPHY: W are not here to discuss the

W

5 efficacy. Renenber, that's for all products, please.

6 W're to discuss the safety. W wll take safety and

7 any ot her remarks and consi der the whol e picture, but

8 today we're focusing on the safety, please.

9 CHAl RVAN ROSENTHAL: Dr. Wagener.
10 DR. WAGENER: | just have a question. It has
11 to do with the use data you have, because between 2006
12 and 2007 it went OTC. Do you have any data on the OTC
13 use, because | think you gave us just thé prescription
14 use.
15 DR TAYLOR Is Tracy Pham here? Can you dea
16 withit?
17 Is there a particular slide that | can show,
18 or is this separate?
19 DR. WAGENER:  You can go to slide 14, |
20 suppose woul d wor k.
21 (Screen.)

22 DR PHAM Hi. This is Tracy Pham [|I'ma
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1 drug use anal yst from OSE

2 W | ook at the sales data. |If you go back a
3 couple of slides --
4 (Screen.)
5 kay. So we | ook at the sales data fromthe

6 year 2002 to year 2010. So that covers all of the
7 singl e-ingredient |evonorgestrel products, including
8 Next Choice, Plan B, and Plan B One-Step. W did | ook
9 at the OTC dat abase that specifically | ooked at the
10 househol ds, nunber of househol ds that purchased these
11 products, and we weren't able to find a good nunber of
12 househol ds t hat pur chases t hese over -t he-counter
13 products. So that's why we didn't incluﬁe it in the
14 review, because it was not -- the nunber was very | ow
15 and it didn't support -- it didn't show any supportive
16 result for these products. So that's why we didn't
17 include it in the review.
18 I nstead of |ooking at that, we | ooked at the
19 nunber of dispensed prescriptions for these products
20 i nst ead.
21 CHAl RVAN  ROSENTHAL: O her questions or

22 statenents? Yes, Dr. Dracker.
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DR. DRACKER: This is a tough one to comment

on, but the question | have is, you know, seeing quite a
few children between the ages of 13 and until they |eave
me at 22, the concern | have is the use of a product,
especially if it were over-the-counter, not just on an
energency basis the way it was originally intended, but
using it as a formof del ayed onset birth control when
they' ve missed their period, nuch, nuch later.

You know, we commonly see children, and |
woul d say it probably occurs five to ten tines a year
who cone in from abdom nal pain, for abdom nal pain, and
we find that they are three, four, or five nonths
pregnant, whether they were aware of it br not, whet her
they want to discuss it or not.

The concern | have is to use that as a form of
birth control in a way that it was never intended to be
used when the use of other fornms of birth control in
adol escents isn't even considered, despite the fact that
it's readily available. It's just a concern | have, not
personal ly, but really as a physician taking care of
t hese young wonen.

CHAI RMAN ROSENTHAL: G her comments or
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1 responses to that observation or statenent?

2 DR. MJRPHY: | think that we're interested in
3 any concerns the nmenbers want to express as it relates
4 to the safety of the product. So we note your concern
5 CHAl RVAN ROSENTHAL: Dr. Hillard

6 DR HI LLARD: A couple of things. One, to

7 respond to the previous conmment, | think that it's

8 pretty clear that this product does not have an effect

9 of interrupting a preexisting pregnancy. It just
10 doesn't work. And there are not data to indicate risks
11 in that situation. So it's not going to work, but I'm
12 not concerned about the safety in that situation.
13 | think the data as we have heérd, and we've
14 heard from ACOG and gynecol ogi sts and the FDA, this is a
15 very safe product. It is so safe that it is outrageous
16 that it is not available for wonen of all ages over the
17 counter. So that is ny statenent. Thank you
18 CHAl RVAN ROSENTHAL:  Yes, Dr. \al ker.
19 DR. WALKER: | agree fully with what Paul a
20 just said. The other thing about that, too, is if a
21 worman of any age chooses to use it repeatedly that's

22 kind of their choice. It is safe. |In practice, | don't
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normal |y see that because it takes tinme. One, if you
actually have to go to the doctor and get it over and
over again, that takes tinme. And if you have to pay for
it, adolescents don't tend to have the noney to pay for
t hi ngs over and over anyway. More likely, people don't
use anyt hi ng.

But I think that is a disconfort soneone nmay
have, but yet it's the woman's choi ce.

CHAl RVAN ROSENTHAL: Dr. Wi te.

DR. WHITE: If | put on ny hat as an ethicist,
I have a lot of concerns about the discussion that we
can't have. But as a discussion of safety, if we | ook
at the safety issue, and that's all me‘ré going to
address here, then | think we can say that the safety
issue is that it's fine for anyone that chooses to take
it. And if that's the case and we can't di scuss any of
the ethical concerns, then I'd kind of Iike to nove
forward and vote in favor of all this safety data
supporting the use in wonen over-the-counter.

CHAl RVAN ROSENTHAL: Ot her conments? Yes.

DR WEFLING This is Bridgette Wefling and

I have a fewthings |'d like to add to the packagi ng,
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1 regardl ess of the age, especially if you' re going to be

2 dealing with children under 17, is the nedications that
3 concurrently can cause a problemand interfere. | think
4 the disease that's being treated by that nedication

5 shoul d be | ocated adjacent to the nedication in case
6 they're not -- like for instance the seizures and things
7 like that; | think the di sease should be | ocated next to
8 t he nmedi cation, because it is the scientific nedication
9 nane that's being used and not necessarily the brand
10 nane, which they may be famliar with, mght be on their
11  bottle.
12 | think the packagi ng does not do a good job
13 of explaining what to do if you're on bi}th contro
14 pills and you take the plan B and then you need to
15 restart your birth control pills. 1t's not explicitly
16 laid out, like do you resune your birth control pills
17 that very sane next day, do you seek advice from your

18 physician. So | think that that should be l[aid out.

19 CHAI RVAN ROSENTHAL:  Thank you
20 O her? Yes, Dr. \Wagener.
21 DR. WAGENER: | have just a question to the

22 FDA. Two things that showed up and | believe you
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1 under|ined them suggesting they're not on the package

2 insert, was the hematenesis and the syncope. |Is there a
3 reason why you felt they should not be added to the

4 package insert or to the information packet given to the
5 i ndi vi dual purchasing the product?

6 DR ROTHSTEIN: This is Adrienne Rothstein

7 wth the Ofice of Surveillance and Epidem ol ogy.
8 There's substantial use of this product and there's just
9 a handful of reports. [It's something that we are

10 nmonitoring, but there is very little information in

11 these reports to directly link this to the product. So

12 in the syncope, there was the episode where the nouse

13 was being fed to the snake. There are sbne ot her

14 alternative expl anati ons.

15 But it is something we are nonitoring. W

16 continue to review the safety of the product, and in the

17 future if we think that it should be added to the

18 | abeling we would do so.

19 DR MJRPHY: Dr. Wagener, | would just add to

20 that that there was a fair anount of discussion about

21 this issue. Sone would say it could nake sense from a

22 bl eedi ng point of view So | think that what you --
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1 when you see this recomendation where we're not

2 suggesting anything in the way of labeling, it usually

3 will indicate, as said, there's large use, small, few

4 reports, nostly explanations in some way, but could nake
5 sense.

6 So | think it's reassuring to know at | east

7 that they will continue nmonitoring for that.

8 DR. WAGENER: Do you see a simlar nunber of

9 reports in the adult popul ation? Just because sonebody
10 was feeding a nouse to a snake doesn't nean that it
11 wasn't drug-rel at ed.
12 DR MLLER This is Mark Mller. I'ma
13 safety evaluator with the FDA. W Iookeﬁ at all ages
14 and there's 23 total reports of hematenesis. There are
15 reports of |oss of consciousness and syncope wth other
16 ages as wel|.
17 DR MJURPHY: W actually do | ook at the
18 adults. Part of our mandate is to try to | ook -- unless
19 there's huge nunbers. Then we'll try to break that out,
20 what part of the adult population we mght | ook at.
21 DR. WAGENER: But it sounds like it's probably

22 evenly distributed in the age groups or whatever. At
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| east the reporting, as best we can tell, is comng from
bot h?

DR MLLER That's correct. The reporting is
nostly consuner reports, so it's very difficult. W
can't go back and actually follow up with these reports.
So that's -- | would say the majority of all the
reports are consumer reports.

CHAl RVAN ROSENTHAL:  Dr. Cope.

DR. COPE: | just wanted to highlight, | think
almost all these reports were voluntary reports,
consuner reports. The other difficulty was -- we went

very carefully over all these cases. So if you | ook, we
actually took the adverse event review Jp to age 18 for
this. So we wanted -- sonetines we'll stop at the 16th
birt hday or go through 16, and we wanted to | ook at

ol der adol escents.

DR ROTHSTEIN. This is Adrienne Rothstein. |
want to correct sonething. W actually went up to age
17. 1 want to correct that.

Then, although there were consuner reports,
when they're reported to the sponsor the sponsor is then

obligated to report it to the agency. So | just wanted
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1 to clarify that. Thank you.

2 CHAl RVAN ROSENTHAL: Dr. Hausman, did you have
3 your hand up?

4 DR. HAUSMAN:  No.

5 CHAl RVAN ROSENTHAL:  No, okay.

6 Dr. Wite, did you?

7 DR WHI TE: You brought up an interesting

8 poi nt and one that | don't quite understand how you can
9 get the data, which is if this is an over-the-counter
10 drug what is the reporting systemthat would give you
11 access to reports, other than if sonebody happened to
12 call the sponsor or the manufacturer and say, |'ve got a
13 problen? |Is there an adverse event repdrting syst em
14 that captures over-the-counter drug risks?
15 DR. MJRPHY: Anybody can call in to MedWatch
16 and report for over-the-counter, for prescription. So
17 t hat system accepts not just the sponsor reports, but
18 public reports for whatever they've taken.
19 DR WHTE: Is it widely used?
20 DR. MJURPHY: That's where we get our one in
21 ten estimte of expected adverse events that are

22 actually reported. So the question is to how wi dely

Alderson Reporting Company
1-800-FOR-DEPO



FDA Pediatric Advisory Committee Meeting January 30, 2012
Gaithersburg, MD

232

1 it's used is we don't -- we don't have an accurate

N

estimate of that. Various people have tried to address

that, and | don't think we could break it out, unless

W

the OSE people would tell me sonething, for over-the-
5 counter versus prescription.
6 Certainly we know that this reporting 1is
7 i nfl uenced, as you've heard today a couple of tines, by
8 many things, be it public information, a new product,
9 lawsuits, all those things. Sonetines the nost reports
10 we get on a product are froma | awer
11 CHAl RVAN ROSENTHAL: May | just? My | ask a
12 nai ve question? I'mtrying to think, and I haven't cone
13 up with anything, about whether there aré ot her products
14 that are over-the-counter for adults and prescription
15 nmedi cations in kids. |If soneone can help nme understand
16 that, that would be useful
17 But then also, for this particular product is
18 the rationale one that's based on safety and efficacy or
19 is -- and | don't nmean to be sort of opening up a
20 difficult discussion, other than | just want to be clear
21 if there is a scientific basis that's not obvious to the

22 comm ttee.
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1 DR. MJURPHY: W'Il have the representative
2 fromthe division address maybe sone of the thinking
3 there. And we can think if there are any other
4 products.
5 CHAl RVAN ROSENTHAL: The only thing | could

6 cone up with was ethanol, and | don't know if you can

7 prescribe that to kids.

8 DR. MJRPHY: Yes, yes.

9 DR WHITE: In Louisiana we use that all the
10 tine.
11 DR FURLONG M nane is Leslie Furlong. [|'m

12 fromthe Over-the-Counter Division. As far as we know
13 there aren't any products, besides the ﬁlan B and Plan B
14 One-Step and the generic versions, that are | abel ed

15 differently for <children and adults in terns of
16 prescription and over-the-counter access. W do have

17 ot her contraceptives over the counter, condons and
18 sperm cides, that are not restricted by any particul ar
19 chronol ogi c age.

20 CHAI RMAN ROSENTHAL: The next part of ny

21 guestion was can you hel p ne understand whet her that

22 difference is based on safety and efficacy differences
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that are age specific or whether it's based on things
ot her than what we m ght consider a scientific basis?

DR FURLONG | can't tell you the thinking
that went into that decision. However, | can tell you
t hat since about 1959 or so when the first birth contro
pill was approved by the agency, we have, except for the
Plan B, the levonorgestrel-only products, we have
assunmed as an agency that all wonen of reproductive age
are covered by the safety and efficacy trials for
contraceptives.

So Plan B is quite wunique anong ora
contraceptives in its |abeling.

DR. MJURPHY: The only other tﬁing sonmebody
wanted me to point out was -- and this isn't quite what
you asked, but if you look at a nunber of products |ike
TPI's and sone of the other over-the-counter products,
they' Il be over-the-counter for a certain dosing |evel
and then prescription for another dosing level. So
that's not at all uncomon.

CHAl RVAN ROSENTHAL: Ckay. Dr. Wefling and
then Dr. Dracker.

DR WEFLING | bring up all the easy stuff.
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1 So on the | ast page of the Plan B, where you have the

2 phone nunbers for STD education, you need to have a web

3 site, because less than 17, they're nore likely going to
4 be using a web site rather than a phone nunber. Thank

5 you.

6 DR. DRACKER: This is alnost |ike a ridicul ous

7 conment to make, but | would submit that collecting your
8 data or getting denmographics on the use of this product
9 in adolescents below 18 years of age is alnost
10 i mpossi bl e, because, nuch |ike al cohol, many of these
11 products may be obtained by friends or associates above
12 t he age of 18.
13 | see it all the tinme, not necéssarily with
14 this product, but other products, whether it's diversion
15 of ADHD drugs or obtaining of alcohol or cigarettes.
16 It's routine, especially in a young girl who finds
17 herself in a difficult situation and will find another
18 source to get the nedication.
19 DR. MJRPHY: | do know that people did bring
20 that issue up in the discussion.
21 CHAl RVAN ROSENTHAL: Dr. Wite.

22 DR WHITE: | know I'mtreading on thin ice.
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1 The ethics of this really bother me, because | think it

2 does deserve discussion and | don't know what the
3 appropriate forumis. So I'mgoing to ask this question
4 anyway: What do you do about emanci pated adults?

5 They' re under the age of 18 and legally adults. Are
6 they allowed to buy this over-the-counter?
7 DR MJURPHY: [I'mgoing to defer. But before |
8 defer, I will say that |I know -- and Dr. Nelson, Skip
9 Nel son, may want to address sone of this -- that the way
10 we look at a nunber of like trials, where you have to
11 deci de whether they're adults, emancipated adults, or
12 not, it's whatever the state determines is the --
13 whet her you get an emanci pated adult in }he trial.
14 | don't know, Skip. |Is there anything else to
15 add to that?
16 The | abel says 17 and above. But |'mjust
17 sayi ng, what do we do? He's asking what do we do about
18 emanci pated adul ts.
19 DR NELSON: It's emanci pated m nors. An
20 emanci pated m nor --
21 DR. WHI TE: | apologize. You're correct.

22 DR. NELSON: An emanci pated mnor is an adult
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1 in the eyes of the |aw, depending on the jurisdictions

N

Wi thin which that mnor lives. Having said that --

whi ch woul d give themthe perfect legal right to have

W

access to this. But procedurally, | could inmgine it

5 would be difficult because | think nost states don't

6 carry emanci pated m nor cards, as opposed to their

7 driver's license, which has their age on it. So

8 what ever proof they would need to give at the |oca

9 level, it could be problematic to them
10 DR WHI TE: So do we have any data to suggest
11 they're at greater risk for problens with this drug than
12 those that are not emanci pated m nors?

13 DR. NELSON: No, not that |'m aware of.

14 DR. WHI TE: Thank you.
15 CHAl RVAN ROSENTHAL: Just to be clear, that's

16 Dr. Skip Nelson. He's a pediatric ethicist for the FDA
17 O her comrents or questions regarding -- yes,

18 Ms. Ei chner?

19 M5. EICHNER: Yes. Marilyn Eichner. 1'mjust
20 wondering, given the population that's going to be

21 targeted, will the |language in the |abel change?

22 CHAl RVAN ROSENTHAL: Can you be nore clear?
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1 DR. MJRPHY: Yes, I'mnot sure what you're
2 asking.
3 M5. EICHNER |'mjust -- |'mlooking at the
4 | abel and | know it's geared toward 17 and above. If a

5 13-year-old is going to buy this drug, |I'mlooking at
6 sone of the termnology that |I don't think they would
7 understand. |'mjust wondering, is the |anguage going
8 to be made nore sinpler?
9 DR. MJRPHY: So you're saying, if we were
10 going to make it --
11 M5. ElI CHNER  Yes.
12 DR. MJRPHY: -- avail able over-the-counter,
13 woul d we consi der meking the |anguage nﬂre appropri ate?
14 M5. ElI CHNER  Exactly.
15 DR. MURPHY: | think in general | would say

16 any time we try to make the | abel as understandabl e as

17 possible. | don't know that we would -- this has been
18 such a different topic. | don't know that | can use any
19 precedent to say what we would or wouldn't do. | think
20 it would have to be discussed internally and certainly

21 considered that if you're going to be trying to provide

22 information for that popul ation, do you need to change
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1 t he | anguage in the | abel.

2 CHAlI RVAN ROSENTHAL: Dr. Hausman, did you have
3 a question?
4 DR. HAUSMAN. | was actually going to ask the

5 sane clarification that Dr. Mirphy did.

6 CHAl RVAN ROSENTHAL:  Thank you
7 Dr. Baker.
8 DR. BAKER This is Susan Baker. | just

9 wanted to repeat sonething that you said in the letter
10 that you read fromthe gynecol ogists and that | believe
11 was in the briefing materials. That's that you have
12 studi es that show that wonen under 17 down to age 13
13 coul d understand the I abeling, could usé t he nmedi cation
14 correctly, and didn't have any problens with it.

15 So | don't know. I'minterested in why

16 someone m ght want to consider changing it when you have
17 data that suggests it's good, it works.

18 DR. MJRPHY: | think the question was if you

19 were going to do any younger than that. That's the way

20 | took it.
21 DR. BAKER  Younger than 13?
22 DR. MJRPHY: Yes. That's the way | understood
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1 t he questi on.

2 CHAl RVAN ROSENTHAL: Yes, Dr. Castile.

3 DR CASTILE: Recognizing we may be nearing

4 voting -- this is Bob Castile -- | just want to make

5 sure | understand the inplications of the vote. |'m not
6 actually sure. In patients 17 and under, is this

7 currently a prescription drug, a behind-the-counter

8 drug, or an on-the-shelf drug?

9 And if we vote, are we voting for it becom ng
10 a behi nd-the-counter drug or an on-the-shelf drug? O
11 what are the inplications of the vote, safety issues
12 aside? | personally don't seemto have any concerns
13 with the mnor safety issues. \

14 CHAl RVAN ROSENTHAL: | think the question

15 before us pertains only to the safety issues. W' ve not
16 been asked to consider whether the prescription status
17 of this should be changed.

18 DR CASTILE: So the vote has nothing to do

19 with the accessibility of this drug for 17-year-olds and
20 less; is that right?

21 CHAI RMAN ROSENTHAL: The vote doesn't. The

22 conversation may informthat topic.
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1 Wuld you like to -- would you like to speak
2 to that?
3 DR CASTILE: |1'mnot sure, if the vote has
4 nothing to do with it.

5 | guess the other question that comes up in ny

6 mnd is this issue of the FDA' s reconmendation

7 previously being overruled by Health and Human Servi ces.

8 | just need a little bit nore understandi ng of what

9 t hat recommendati on was and what was overrul ed and what
10 the inplications were. |'mnot sure | understand that
11 entirely.
12 DR. MURPHY: | think what we tried to do today
13 is to bring this product to you in as e&ntionless state
14 as possible, so that it |ooked at what we would
15 regularly look at for this product, which is any product
16 studied in children comes to this commttee to | ook at
17 the safety signals that mght have occurred post-
18 mar keti ng, and we wanted to do that. W wanted to nmake
19 sure that that happened.
20 So we have brought you our review and we've
21 done as thorough a job as we usually do and have brought

22 that to you. What you are voting on is is there any
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1 information or any better way that we coul d provide

N

information in the |abeling about safety fromthe data

that you' ve seen. That's what you're voting on.

W

DR CASTILE: So whether it's prescription or
5 behi nd-t he-counter or on the shelf is to be decided

6 el sewhere?

7 CHAl RVAN ROSENTHAL: Has been decided

8 el sewhere.

9 DR. CASTILE: Has been deci ded el sewhere,
10 okay.
11 CHAI RVAN ROSENTHAL: Yes. So the question

12 before us --

13 DR CASTILE: And that's the énsmer to ny

14 question about the overruling by Health and Human
15 Services. It was decided el sewhere. Got it.

16 DR. MJRPHY: W have a factual clarification
17 about use, is that correct?

18 DR. GOVERNALE: Yes.

19 DR. MJRPHY: We |like to go back to facts

20 whenever we can

21 CHAl RMVAN ROSENTHAL:  Yes.

22 DR. GOVERNALE: Laura Governale, FDA Ofice of
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Surveill ance and Epi dem ol ogy. The previous question
was regarding the sales information. | don't know if
you can go back to slide nunber 13 --

DR, TAYLOR  13.

(Screen.)

DR. GOVERNALE: Yes. So that slide shows both
over-the-counter and prescription sales distribution
fromthe manufacturers. | just wanted to nake that
cl ear. The other slides were looking at the
prescription use just to get the age information.

CHAI RVAN  ROSENTHAL: Thank you for that
clarification.

Q her points? O her questions5 Any ot her
guestions pertaining to the safety of this product or
t he usage?

(No response.)

CHAI RVAN ROSENTHAL: Al right. Can we go
back to the voting question.

(Screen.)

CHAl RVAN ROSENTHAL: This is one of our usua
voting questions. It's the FDA is recomending

returning to routine nonitoring. As we've heard this
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1 norning, routine nmonitoring is an active process. |It's
2 not passive. It inplies a high |level of vigilance and
3 i ntegrated thinking.
4 So the question before the committee is, do we

5 concur with the recommendation to have the safety
6 profile for Plan B One-Step return to that wusua
7 process?
8 Dr. Wite, are you voting yes or --
9 DR WHI TE: | have a question. | have a
10 guesti on.
11 CHAl RVAN ROSENTHAL: A question, yes.
12 DR VH TE: | apol ogi ze again. The
13 recommendation of the FDA as it exists, ére we voting to
14 say that we found no routine safety problens with this
15 drug, or have we found that we have uncovered no new
16 safety issues related to this drug as an over-the-
17 counter drug, as denonstrated in everyone over the age
18 of 18, that there's no difference?
19 If we're not really paying attention to the
20 regulation of this drug, is the safety -- do we need to
21 specify or can we specify that it's just as safe over-

22 the-counter as it is as a prescriptive as part of our
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1 vot e?
2 CHAI RVAN ROSENTHAL: Dr. White, | think that
3 we should be focused on issues of safety as they pertain
4 specifically to the pediatric popul ation.
5 DR WHI TE: And currently in use, as currently
6 used?
7 CHAl RVAN ROSENTHAL: As reflected in the data

8 t hat have been presented to us.

9 DR. MJRPHY: Again, as has been said for other
10 products, you can say at this tine: W don't see
11 anyt hing; we're concerned about hematenesis and we want
12 you to cone back. As you heard, we can do that. That's
13 -- it doesn't have to be just this if thére is a concern
14 that you have about safety.
15 CHAl RVAN ROSENTHAL: Again, the discussion is
16 where the noney is in these. So if one is confortable
17 with the FDA returning to its routine nonitoring, with
18 the wunderstanding | think that the FDA has, Dr.
19 Hausman's term that the hematenesis has tickled the
20 eyes -- |I'mmxing netaphors. But anyway, the idea is
21 that the attention is already drawn to this issue of

22 hematenmesis for this product.
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1 So if one feels that routine nonitoring is
2 reasonabl e, then one should vote yes. |If one feels that
3 sone additional nonitoring or other actions to better
4 assure safety based on what's been presented is

5 reasonabl e, then you should vote no and indicate in your
6 answer why you feel that something additional is needed,
7 and in the descriptions of what else is needed a | ot of

8 information that's useful for the agency comes from

9 t hese di scussi ons.

10 I's there further discussion? Dr. Mtil

11 DR. MOTI L: As t he pedi atric

12 gastroenterologist of the group, | guess the word
13 "hematenesis" is sort of a blase word fdr me. Wile

14 hematenesi s has the inplication of a |arge anmount of

15 bl ood being vomted, we see the description of

16 hemat enesis and in the eyes of the behol der any bit of
17 blood is a ot of blood. Very oftenit's a kid who

18 gaggl es in the back of the throat and then bl eeds, has a
19 nosebl eed al ong the way, bleeds a little bit, maybe has
20 a Mallory-Wiss tear because they did vomit alittle bit
21 nore forcefully.

22 But it's rare for me to truly see the
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1 hemat emesi s child, unless they have known |iver disease

2 or sone of these other issues. So | guess the word
3 "hemat enesi s" does not frighten ne in the context of one
4 report, and really it's just a very low blip on ny radar

5 and doesn't cause ne angst. But that's ny biased eye

6 fromwhat | see in the clinical world.

7 CHAl RVAN ROSENTHAL: well, actually, Dr.
8 Motil, 1'd say that your biased eye is actually the eye
9 of a subspecialist in the area, so | think your

10 observations are both of interest and are rel evant.

11 Dr. Hausman.

12 DR. HAUSMAN:. Just a comment about the reports
13 that we got. The terns that we get are é combi nati on of
14 how t hi ngs are coded by the sponsor or the reporter, if
15 it's a consunmer report, and the database entry fol ks who
16 enter the report information into AERS. Having gone

17 over these reports with Mark MIller, there isn't any

18 i ndication that, hypothetically, sonebody canme in and

19 had exuberant retching, had a Mallory-Wiss tear and

20 bl ed five units.

21 | say that specifically because we do | ook for

22 things like that. W also have no idea whether sonebody
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1 bit their lip. The characterization of the reports in

2 your background package is substantially verbati m what
3 we receive. There are sone extra tidbits of information
4 that we didn't feel were significant enough to actually

5 put in the review

6 So I'mglad the subject cane up one nore tine

7 so we could get to the commttee the inpression that we

8 really did take a very, very careful | ook at these

9 reports, and whether or not any of us would have used
10 the word "hematenesis" fromour clinical background may

11 not necessarily relate to how the reports come in.

12 Thank you.
13 CHAI RMAN ROSENTHAL:  Yes, Dr. Bhati a.
14 DR. BHATIA: Not to bel abor the point, ethics

15 aside, pragmatically we're tal king about 15 cases with a
16 denom nator we do not even know. Al we know is so much
17 was sold wholesale. So unless there's snoke there's no
18 fire at this point intime. And the recipients at the
19 ot her end of this, 13-year-olds having children -- 17 is
20 consi dered old primgravida nowadays. So prevention is
21 needed.

22 Thank you.
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1 CHAI RMAN ROSENTHAL: O her comments? Thank

N

you. O her coments or discussion?

(No response.)

W

CHAl RVAN ROSENTHAL: All right. Wo's in
5 favor of having the FDA return to routine safety

6 nmonitoring for this agent, for Plan B One- Step?

7 (A show of hands.)
8 CHAI RMAN ROSENTHAL:  Who is not in favor?
9 (No response.)
10 CHAl RVAN ROSENTHAL:  And who has abst ai ned?
11 (One hand raised.)
12 CHAl RMVAN ROSENTHAL: So we've got no nays, one

13 abstention, and the others are affirmative.

14 Dr. Reed, will you tell us your vote and why,
15 if that's relevant?
16 DR. REED: M chael Reed. | vote yes.

17 suspect there's relevance to ny vote, why | decided.

18 (Laughter.)

19 CHAl RVAN ROSENTHAL: I"msorry, Dr. Reed. I''m
20 sorry. | take it back.

21 DR REED: | was awake

22 CHAl RVAN ROSENTHAL: | take it back, | take it
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1 back, | take it back.

2 DR REED: | feel that going forward with

3 routine nonitoring as it has been, and particularly as
4 we' ve been enlightened today that this is not a passive
5 process, | feel very confortable nmoving forward with

6 conti nued routine nonitoring.

7 CHAI RVAN ROSENTHAL: Thank you very nuch for

8 t hat expl anati on.

9 Dr. Santana.
10 DR. SANTANA: Victor Santana, abstain. No
11 further comment.
12 DR. DRACKER: Bob Dracker. | voted yes
13 despite the fact that you thought | moulﬁ vote no. But
14 I just want to make a comment that | think obtaining
15 accurate information with regards to safety nonitoring
16 for this age group is going to be very difficult.
17 DR MOTIL: Kathleen Mtil, yes.
18 DR. WAGENER: Jeff Wagener, yes. And | would
19 add that, with only 15 serious events over 9 years, that
20 safety in children is clearly shown. | would encourage
21 the FDA in your future deliberations to not discrimnate

22 agai nst children in their access to this.
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DR TOMBIN: Kenneth Towbin. | concur.
wanted to express ny appreciation to the FDA for
sticking close to the scientific data and remnai ning calm
and cool in the face of the review, and the way in which
they have continued to be consistent in naking
recommendat i ons based on the science.

Thank you.

DR KRI SCHER: Jeff Krischer, vote yes.

DR. WRIGHT: Joe Wight, yes.

M5. EICHNER  Marilyn Eichner, yes.

DR CASTILE: Bob Castile. | voted yes.
apol ogi ze for ny naivete, and | agree fully with ny
fell ow pediatric pul nonol ogi st Jeff wagéner.

DR. KAPLAN. Shelly Kaplan. Yes.

DR. BAKER  Susan Baker, yes.

DR. WEFLING Bridgette Wefling, yes, and
j ust hope you' | | t ake into consi deration t he
clarifications on the packagi ng.

DR. M NK: John M nk, yes.
BHATI A:  Jati nder Bhatia, yes.

FRANCO | srael Franco, yes

3 3 3

HI LLARD: Paula Hi Il ard. I think the data
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1 indicate very clearly that this product is equally safe

N

in wonen of all ages and, unfortunately, the requirenent

that it be limted to adol escents to prescription only

W

severely limts access to a popul ation that desperately

5 needs it.

6 | al so thank the FDA for their response in al
7 of this.
8 DR. WALKER: Leslie Wal ker and | vote yes and,

9 al t hough we were not speaking of it being over-the-
10 counter, | do want to nmake note that | |ook forward to
11 the day that there is no discrimnation and anybody, any
12 woman who feels she needs it of any age, can get it over

13 t he counter.

14 DR FELNER  Eric Fel ner, yes.

15 DR RAKOABKY: Al ex Rakowsky, yes.

16 DR WHI TE: Mchael Wite, yes, and | would
17 like to support the commrents of Dr. Hillard and -- I'm

18 sorry. Thank you.

19 CHAI RVAN  ROSENTHAL: That concludes our
20 di scussi on about Plan B One-Step and so now we'l |

21 transition to a discussion about Flomax, and Dr. Al yson

22 Karesh will be talking, will be presenting for us. Dr.
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1 Karesh received her nedical degree fromthe Medica

2 Col I ege of Virginia and conpleted her internship and

3 residency at the Children's Hospital of Pittsburgh.

4 Prior to joining the Pediatric and Maternal Health Staff
5 in the sumer of 2008, she worked as a pediatric

6 hospitalist at |Inova Fairfax Hospital in Fairfax,

7 Virginia. Additionally, she's worked as a pediatrician

8 f or Kai ser Permanent e.

9 Thank you for presenting today.
10 FLOVAX ( TAMBULGOSI N HYDROCHLORI DE)
11 (Screen.)
12 DR KARESH = Good afternoon. This afternoon
13 I"'mgoing to talk to you about Fl omax. \
14 (Screen.)
15 By now you're famliar with this outline.
16 (Screen.)
17 FIl omax capsul es are approved in adults for the

18 treatnment of the signs and synptons of benign prostatic
19 hyper pl asi a. Flomax is not approved for wuse in
20 pedi atri cs.

21 (Screen.)

22 FIl omax was originally approved April 1997 and
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1 pediatric exclusivity was granted Septenber 2009. The

2 BPCA | abel i ng changes that we're focusing on today

3 occurred on Decenber 22, 2009.

4 (Screen.)

5 There were two pediatric Fl omax studi es done

6 to gain exclusivity. The studies were in patients 2 to
7 16 years of age with el evated detrusor |eak point
8 pressure associated with a known neurol ogi cal disorder.
9 (Screen.)
10 One of these two studies was a 14-week
11 random zed, doubl e-blind, placebo-controlled, PK, safety
12 and efficacy study in 161 patients. The end point was a
13 reduction in detrusor |eak point pressuré bel ow 40
14 centinmeters of water. No statistically significant
15 di fference was seen between the groups.
16 The ot her study was a 12-nonth, open-| abel
17 safety study in 87 patients who received tansul osin
18 (Screen.)
19 This slide lists the nost frequently reported
20 adverse events fromthese two pediatric studies. As you
21 can see, the nost common adverse events included UTI, as

22 well as synptonms suggestive of infection, such as
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pyrexia and pharyngitis, and G conpl aints.

(Screen.)

In the pediatric studies there was one
fatality. A seven-year-old male with a conpl ex nedical
hi story, including unrepaired nyeloneningocele and
hydrocephalus with a shunt, was found unresponsive 15
days after beginning tansul osin treatnment.

(Screen.)

The pati ent had unevent f ul clinical
eval uations 8 and 14 days after he started tansul osin.
After he died, his parents declined post-nortem
eval uations and the primary investigator concl uded that
the patient's cause of death was indeterm nate.

(Screen.)

As a result of these two pediatric clinical
trials, labeling continues to state that Fl omax was not
i ndi cated for pediatric use, but now al so describes the
two pediatric studies.

(Screen.)

The clinical pharmacol ogy section of | abeling
states that urol ogic pharmacodynam c effects have been

eval uated in neurologically inpaired pediatric patients
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1 and that Flomax is not indicated for pediatric use.

2 (Screen.)
3 On the last two slides we discuss pediatric
4 | abel i ng changes. This and the next slide discusses

5 rel evant Flomax safety labeling. Flomax |abeling states
6 that Flomax is contraindicated if known to be
7 hypersensitive to tanmsul osin or any conponent of Fl omax,
8 and that reactions have included skin problens,
9 angi oedema, and respiratory synptons.
10 (Screen.)
11 Rel evant war ni ngs and precautions are
12 orthostasi s and priapi sm
13 (Screen.)
14 Now t hat we've di scussed the pediatric studies
15 and |abeling changes along wth relevant safety
16 | abeling, we'll turn our attention to Fl omax use. The
17 total nunber of dispensed prescriptions nearly doubl ed
18 bet ween 2002 and 2010, from approximately 6.5 mllion to
19 approximately 12.6 mllion prescriptions. Approximately
20 92.1 mllion prescriptions were dispensed between
21 January 2002 and June 2011.

22 (Screen.)
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1 Those approximately 92.1 mllion prescriptions
2 were received by approximately 11.3 mllion patients,
3 99. 8 percent of whomwere adults.
4 (Screen.)
5 Al t hough pediatric use was very |ow, we were

6 able to estimate the breakdown of pediatric use of
7 different benign prostatic hyperplasia nedications,
8 i ncl udi ng tansul osin, between 2002 and 2010. Tansul osin
9 is represented by the blue bar and was the nbst comon
10 beni gn prostatic hyperplasia nedication prescribed to
11 pediatric patients over this tinme frane.
12 (Screen.)
13 This table lists the diagnoses\associated with
14 pedi atric outpatient use of tansulosin. Note that the
15 | argest share were in patients with cal culus of the
16 ki dney, but please renmenber, as we discussed earlier,
17 the overall use in pediatrics was very | ow.
18 (Screen.)
19 Overall, between January 2002 and June 2011
20 mal es accounted for a majority of use. This finding was
21 expected since Flomax is approved for treatnent of the

22 signs and synptons of benign prostatic hyperplasia in
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1 adults. Anobng pediatric patients, nearly 40 percent of

2 use was in females, which is consistent with the gender-
3 neutral conditions of wuse in pediatrics we just

4 revi ewed.

5 (Screen.)

6 The nopst common prescribing specialty was

7 urology. Pediatric providers accounted for less than 1

8 per cent.

9 (Screen.)
10 Now t hat we've established the foundation of
11 Fl omax use, we'll discuss the safety review results.

12 Bet ween April 1997 and July 2011 there were 13 total

13 pediatric reports. On the next feM/indés I will

14 provide further information about those reports.

15 (Screen.)

16 O the 13 pediatric reports, 8 were serious

17 and none were fatalities. None of these 13 reports were
18 duplicates, but 2 were actually in adult patients. One
19 was a patient who was not actually receiving Fl omax, one
20 concerned a patient exposed in utero. That left us with
21 ni ne pediatric cases, four of which were serious, none

22 were fatal.
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1 (Screen.)

N

O the four serious cases, three concerned

acci dental exposure and one bradycardi a, hypertension

W

and lethargy. On the following slides | wll provide
5 nore informati on about these four cases.
6 (Screen.)
7 The three accidental exposure cases are |listed
8 here. One patient, a 21-nmonth old femal e who ingested
9 approximately 1.6 mlligranms of Flomax, experienced
10 di arrhea and decreased urine output. A two-year-old
11 femal e did not have adverse events. And the third
12 report, which was about a three-year-old fenmale who
13 i ngested approximately 0.2 nilligrans\ of  Fl omax,

14 experienced hypotension. Diarrhea and hypotension are

15 | abel ed adverse events. Pl ease note the report
16 concerning the three-year-old fenale, as we'll return to
17 it in a few nonents.

18 (Screen.)

19 The fourth serious pediatric case was about a

20 four-year-old male  who experi enced bradycar di a,
21 hypertensi on and | ethargy. These are unl abel ed events.

22 The patient received 200 mcrogranms for one day and
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1 then 400 m crograns for one week. The patient's weight

2 was not specified in the report and therefore how the
3 dose relates to his weight is not known. As a point of
4 reference, I'Il nention that the average four-year-old

5 mal e, per the CDC growth chart, weighs approximtely 16

6 kilograms. |In a pediatric study a 16-kil ogram pati ent

7 would have received between 25 and 100 m crograns.

8 (Screen.)

9 In addition to the safety review | just
10 descri bed, FDA also did an analysis focused on potentia
11 hypot ensi on events. O the 163 hypotension-rel ated
12 reports identified, only one was a pediatric report.

13 That case was a three-year-old female mhb i ngest ed

14 approximately 0.2 mlligrans of Flomax that we di scussed
15 a few noments ago. Her blood pressure was reported as
16 64 over 31 and responded to IV fluids. The report did
17 not contain the patient's height, but for conparison

18 pur poses the 50th bl ood pressure for a three-year-old

19 girl at the 50th percentile of height is 89 over 49, per
20 the Fourth Report on the Diagnosis, Evaluation, and

21 Treatment of High Blood Pressure in Children and

22 Adol escent s.
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1 (Screen.)

N

In addition to the general pediatric safety

review and the hypotension review, because three of the

W

four pediatric serious adverse events concerned

5 acci dental exposure FDA al so conducted a nedi cation

6 errors post-marketing review. This review found six

7 acci dental pediatric exposure cases, three of which

8 we've already discussed and three of which were

9 addi ti onal cases, which | will describe on the next

10 slide.
11 (Screen.)
12 Two of the three cases were two-year-old nmales

13 and one was a fenmal e whose age was not sbecified. Each
14 i ngested approxi mately one Fl omax capsule. No specifics
15 on the outcone was reported for any of the three cases.
16 (Screen.)

17 Because how tansul osi n was obtai ned by the

18 child was only described in one of the six accidental

19 exposure cases and Flomax is packaged in high-density
20 pol yet hyl ene bottles with child-resistant closures, the
21 Di vi sion of Medication Errors and Prevention Anal ysis

22 did not recomend changes.
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(Screen.)

So this concludes the pediatric focused safety
review. No new pediatric safety signals were identified
and FDA recomends returning to routine nonitoring.

Does the Pediatric Advisory Committee concur?

(Screen.)

| would like to acknow edge the folks |isted
on this slide.

Thank you.

CHAl RVAN  ROSENTHAL: Thank you for your
presentation.

Di scussi on about Flomax, safety specifically?

Yes, Dr. Franco. \

DR FRANCO |'d like to make a coupl e of
comments. One is that, as a user of the nedication,
it's always a big probl em because the nedication is
| abel ed only for fermales, and every tinme we go to order
it we have to argue incessantly with the insurance
conmpani es that the nedication can be used in females.

So | would ask the FDA to consider, especially since the
Fl omax study and the other studies that have been done

in al pha bl ockers have all included females, that it is
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1 safe in females and it can be used in fennl es.

2 W wuse it primarily for bladder neck
3 dysfunction, the vast majority of our patients, and we
4 use it for our spina bifida and spinal dysraphism

5 patients in an attenpt to | ower |eak point pressures.
6 So it becones exceedingly difficult to get the
7 nmedi cation to the patients, and in many cases it's been
8 rejected by the insurance conpani es because it's, quote
9 unquote, "not approved in females." So we need to try
10 to see and fix that problem
11 The orthostasis problem is probably not
12 related at all to the nedication itself. |If you |ook at
13 sone of the data fromthe original studiés that were
14 done wutilizing Hytrin, there was no connection.
15 Actual ly, in our experience using the al pha bl ockers we
16 found in a series of 300 patients that came in to our
17 office who had voiding dysfunction that those 300
18 patients when asked specifically whether they had a
19 hi story of orthostasis, dizziness, 25 of themhad it.
20 Those were the patients that had a tendency to respond
21 qui te excessively when al pha bl ockers were introduced to

22 their treatnment reginen. So it may be that these
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1 patients have an underlying autonom c dysfunction to

2 begin with and that's why they have bladder neck
3 dysfunction, and then subsequently when you add an al pha
4 bl ocker to themit aggravates the autonom c dysfunction.
5 So | would recomend that probably putting in

6 what we do, and these patients will tolerate it once
7 t hey' ve been introduced to the nedication slowy, and
8 that is to increase fluid intake, increase salt intake,
9 prior to starting treatment with the Fl omax or any of

10 t he al pha bl ockers.

11 The other thing is is that orthostasis has

12 nothing to do with the size of the patient. In our

13 experience, |'ve used al pha blockers in bne-year-olds to
14 treat -- to |lower bladder pressures and stop uninhibited

15 bl adder contractions, and | can give a one-year-old one
16 mlligram of Hytrin wthout any difficulty wth

17 terazosin. So again it really has to do -- and | can

18 gi ve a 250-pound football player .4 of Flomax and

19 they' Il get dizzy.

20 So it basically appears not to have any
21 correlation with the dose, at |east at |ow doses.

22 CHAI RMAN RCSENTHAL:  Thank you
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Dr. ol dst ei n.

DR. GOLDSTEIN: | have this question for Dr.
Franco actually, or there nay be other people on the
commttee who may know. Unless there was sone
suppl emental data that | didn't see or didn't have a
chance to review, the data that was presented suggests
that there is a |lack of efficacy, which pertains to how
one woul d view the safety signal

So ny question is -- and | know that there's
a lot of off-|abel use of different types of drugs that
don't necessarily have efficacy signals that are
approved in children. So | was just wondering froma
practical standpoint if you could give nme sonme
background information on how the drug is used, even
t hough the efficacy study was not positive?

DR. FRANCO:. Israel Franco. Actually the
problemwi th the study itself that was conducted, that
and the other study that was conducted with Sanofi wth
Al fuzosin, is that they picked the | eak point pressure
as the primary end point to the study. Now, they
arbitrarily picked 40 or they picked 40 centineters of

wat er pressure as the |evel.
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As a safety nmeasure, historically we have felt
that 40 cmis is safety; it protects the upper tracts.

But when you try to -- many of these children would have
| eak point pressures in excess of 80. Now, to expect a
child who has a | eak point pressure of 80 and to expect

himto drop his |eak point pressure below 40 is quite a
bi g drop, when you may have another child who has a | eak
poi nt pressure of 55 and he may drop bel ow 40.

So that was one of the problenms with the
study, that it was arbitrarily decided that you had to
drop below 40. So if you enrolled a | arge nunber of
patients that were in the study with exceedingly high
| eak point pressures, the likelihood thét you woul d
achi eve success woul d be quite | ow.

So besides that, probably Flomax, which is a
sel ective al pha 1A receptor blocker, is probably not as
good at | owering pressures as conpared to sone ot her
non-sel ective al pha bl ockers, the terazosin and ot hers,
which are selective -- non-selective 1A and 1D
receptors.

So we seemto see nuch greater inprovenents in

bl adder capacity in sone of these patients along with a
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1 drop in |l eak point pressure. As far as -- for us it's

critical to be able to use the nedication for our

N

dysfunctional voiders. This would give us an ability to

W

treat these patients who have primary bl adder neck
5 dysfunction with a, nedication that at |east we know has
6 been safety tested and to sort of elimnate it would
7 make it very difficult for us to be able to continue
8 this treatment. And we know in the primary bl adder neck
9 dysfunction patients that it works very, very well.
10 CHAI RVAN  ROSENTHAL: Gt her questions or
11 conments regardi ng Fl omax?
12 (No response.)
13 CHAl RVAN ROSENTHAL: Al | righf. Are people
14 confortable with the FDA returning to routine safety
15 nonitoring for this product?
16 (No response.)
17 CHAl RVAN ROSENTHAL: All in favor, please

18 rai se your hands.

19 (A show of hands.)

20 CHAI RMAN ROSENTHAL:  Any opposed?

21 (No response.)

22 CHAl RVAN ROSENTHAL:  Any abstentions?
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(No response.)
CHAI RVAN ROSENTHAL: That looks Ilike a
vote. Dr. Wite?
DR. WHI TE: | concur
DR. RAKOWBKY: Al ex Rakowsky, concur
DR. FELNER: Eric Fel ner, yes.
DR. WALKER: Leslie Wl ker, yes.
DR. HI LLARD: Paula Hillard, yes.
DR. FRANCO. |Israel Franco, yes.
DR. BHATI A: Jatinder Bhatia, yes.
DR. M NK: John M nk, yes.
DR. WEFLING Bridgette Wefling, yes.
DR. BAKER: Susan Baker, yes.
DR. KAPLAN: Shelly Kapl an, yes.
DR. CASTILE: Bob Castile, yes.
MS. EICHNER: Marilyn Eichner, yes.
DR. WRI GHT: Joseph Wi ght, yes.
DR. KRI SCHER: Jeff Krischer, yes.
DR. TOWBI N: Kenneth Towbin, vyes.
DR. WAGENER: Jeff WAgener, yes.
DR. MOTIL: Kathleen Motil, yes.
DR. DRACKER: Bob Dracker, yes.
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DR. SANTANA: Victor Santana, yes.

DR. REED: M chael Reed, yes.
CHAI RVAN ROSENTHAL: That concludes the

di scussi on about Fl omax.

DR. MURPHY: | just want to, now that we've
voted, | just wanted to say -- and we're not supposed to
tal k about approval -- that one of the things we do do,

t hough, is we try to look at failed pediatric studies
and we try to figure out -- we've done this for
hypertension, we've done it for mgraines -- we try to
figure out if a redesign of the study is necessary, a
different end point, a different popul ation subset,
ti m ng, whatever. \

So I think again this neeting is not to
redesign the trials, but if you have feedback for the
di vi sion about these trials for children and if there's
a better way to design them then obviously we're
interested that you conmunicate that, because we do try
to learn fromfailed trials. Are they failed because
they really don't work or are they failed because for
kids we need an end point that's slightly different?

DR. FRANCO | would say that you should
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1 probably | ook at sone of the data fromthe Al fuzosin

2 study, where bl adder volunme was increased. |t seened to
3 work nmore in achieving that than actually | owering
4 bl adder pressures. From our perspective as pediatric

5 urol ogists, we'd rather see an increase in bladder
6 capacity in a child who has spina bifida, who does
7 intermttent catheterization, than necessarily |owering
8 their outlet resistance, which is going to make them
9 incontinent and wet all the tine.
10 So I'd rather have an increase in bl adder
11 capacity. So | think that was one of the problens, was
12 the original assunption that we were just dropping
13 bl adder pressure. So |I'd be nore than Happy to di scuss

14 that with you

15 CHAI RVAN ROSENTHAL:  Thank you

16 Dr. Rakowsky, did you have a comment ?

17 DR, RAKOWBKY: Dr. Franco brings up an
18 interesting comment, and this has come up | think a few
19 times in the past. |'ve been on the conmttee for

20 al nrost four years now. W have had drugs where it would
21 be al nbst inpossible to get a pediatric indication, but

22 there is a small subset of patients for which there
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appears to be a use. And yet, again speaking as a
clinician, you're fighting the insurance and you're
fighting the |abel.

| mean, this |abel specifically says for
beni gn prostatic. The MedGui de says not to be used in
children, not to be used in females. Has there been
t hought about having a "other potential use" sort of
statenent in there? It doesn't give you an indication
per se, but -- this has cone up as to rare drugs, but
this is one where | can see where Dr. Franco's issue is,
and then you spend hours just trying to get the thing
approved.

| can't see this ever -- sone bf t hese drugs
have such a small popul ati on; how do you actual ly get
that indication in there?

DR MJURPHY: Well, you know, recently we had a
nmeeting on howto do trials in small popul ations, trying
to use information, where you can extrapol ate, where you
can't extrapolate. | nean, the bottomline is can you
find a convincing set of data that would all ow the
agency to label it, because, as you know, Alex, anything

that goes in the | abel can be marketed. So that's the
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1 quandary.
2 | don't know, Lisa; did you want to add
3 anything to that?
4 DR LISA MATH S: No, other than this is a

5 conmon problemthat we face in pediatrics, because if

6 the population is small you can't possibly do a | arge

7 enough study to denonstrate safety and efficacy in order

8 to support a second indication.

9 So in cases like this, it's always hel pful if
10 we have a scientific rationale for extrapol ation of
11 efficacy, that we can take down the nunbers that we need
12 to support efficacy. But obviously we still need the
13 safety. So without that scientific evidénce to support
14 extrapol ation of efficacy, we're in a bit of a bind.
15 CHAI RVAN ROSENTHAL: Dr. Wite.
16 DR. WHI TE: Is there any way to set up a
17 category simlar to the humanitarian device exenption
18 where you prove safety and suspected efficacy? Wth an
19 HDE you don't have to prove efficacy. Al you have to
20 do is that it's safe and maybe it works.
21 In the circunstance where you have a snal

22 popul ation, it's just Iike the humanitarian use
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1 exenption for devices, so is that something we should

2 expl ore?

3 DR. MJURPHY: | think the issue with HDEs,

4 because pediatric devices have not been devel oped, okay.
5 As you know, wth pediatric therapeutics, drugs

6 particularly, the way that we've been able to get this

7 field noving is to incentivize it for marketing. Wth

8 HDEs, they have a prohibition on profit-making. So

9 that's sonething that's al so being | ooked at.
10 But the way that they tried to nove that field
11 forward for children was to lift that prohibition for
12 profit-making. But even so, you' re not talking about
13 huge nunmbers. So | think the issue of sﬁall popul ati on,
14 though, is clearly one that the agency's trying to be
15 i nnovative in figuring out ways to gather science and
16 data that they believe in.
17 | guess -- | don't know about Lisa. |'msort
18 of hesitant right now to take children back to a |evel
19 where we're not going to require efficacy. W published
20 a paper on alnost ten years, | don't think it was quite
21 ten years, of trials where we tried to | ook at where we

22 coul d extrapol ate and where we couldn't, and we've
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changed our mnd over tine.

Most of themwe're pretty good at, but over
time we changed our mnds. Were we felt we could, we
could not; we found that we really can't; and other
pl aces where we now feel confident enough that we can
But I think it's that kind of base you want to build.
You want to build that information. You don't want to
just say: Let's not do it.

CHAI RMAN ROSENTHAL: O her comments? Yes, Dr.
Mat hi s.

DR LISA MATH'S: | just wanted to add that it
is that fine balance. W have the atypical
anti psychotics where we see a | ot of offllabel use and
we want to figure out ways to discourage it. So we're
right in the mddle here, right where -- is there sone
way to get the off-label use on the |abels so people can
use it?

| think that it's probably better if we demand
a certain level of wevidence prior to granting an
i ndi cation, knowi ng of course that we don't regul ate
nmedi cal practice and that off-label wuse is always

al | oned when a physician is dealing with a particul ar
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patient.

That doesn't get to answering the question
about access to the nedication and I know that it can be
very difficult trying to negotiate with an insurance
conpany to pay for a product that's not |abeled for use
in a given population. But | think it is really
i mportant for us to remenber that part of what BPCA and
PREA have done for us is to allow us to have evidence-
based treatnment of children and we really don't want to
drop the bar for children at this point.

So while | appreciate the position, |'m not
sure it's the best place to go.

CHAl RMAN ROSENTHAL:  Dr. Francb, yes.

DR. FRANCO | just want to nake one nore
conment regardi ng the studies of these patients. The
vast majority of all these antinuscarinics and al pha
bl ockers that are being tested in children are being
tested in a very small, select group, which are the
children with spinal dysraphi smand neurogenic bl adders,
whi ch nmakes it very difficult to recruit, and you have
to rely conpletely on urodynam c data in nany cases to

come up with results.
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There is trenendous variability in the
performance of urodynam cs fromone |ocation to the
next, so there is inhonbgeneity of the data that we get.

That invariably can sort of dooma study. And after
bei ng one of the reviewers review ng urodynam cs on one
study, it's clear that one site wll do it very
differently.

Since we're locked in to only selecting this
one group of patients to be able to study these groups
of drugs, we're in a quandary that we're never going to

be able to get any of these drugs approved for these

chil dren.

CHAI RMAN ROSENTHAL:  Dr. Tombih and then Dr.
Dr acker.

DR TOMBIN: | just wanted to add a conment
related to working in this area of off-label use. 1 do

recogni ze, having spent sone tinme being interested in
what are rare disorders and applications of agents that
woul d be off-1abel for rare disorders and the probl ens
that fam |ies have getting nedications, sonetines quite
expensive nedication -- sonme of the newer, second

generation anti psychotics, for exanple; paying for those
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out of pocket can be exceedi ngly expensive. When we
were using themin sonme occasions for individuals wth
Tourette's disorder, it's very expensive for those
fam i es.

On the other hand, | amvery keenly aware and
real ly concerned about the downward translation of data
to younger and younger popul ations, and particularly for
some of the medicines that | deal with day to day,
begi nning to see use in preschool ers of very serious
agents.

So I'mreally glad that we're staying with

safety and efficacy. | think the exanple that Dr.
Mat his rai ses of the SGAs is a great exénple and why |I'm
really pleased that we're thinking about what the public
policy inplications are, but that we're staying close to
what safety and efficacy data we' ve got and not | owering
the bar for children

DR. DRACKER:  Just a quick comment. Al
physi ci ans have participated in off-|abel use, even if
they don't realize it, which is probably usually the
case. Regardless, | think you can collect sonme very

val uable information if there was a feasible way to
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encourage data coll ection from physicians who are using
drugs and products with the intent of trying to help
their patients.

So al npst getting to the friendly FDA approach
of working with physicians in clinical practice and say,
if you're wusing a nedication in an off-label use
application, we're interested in knowi ng why you're
using it, the indication for it, and how the patient
does, and if there's any adverse outcone, because |
think it would be inval uable.

DR. MJRPHY: Funny you shoul d suggest that,
because it is one of the things that we are trying to
do. We conmiserate with the conn1}tee on the
informati on we have to use to nake these decisions, and
we' ve been trying to get better decisions -- better
data. So one -- not better decisions, sorry. Better
data. And one of the things that we're trying to do,
and we did present this to the cormittee, is use our
network that is actually existing in CORH. It's called
MedCent er Ki dNet . They actually train people in
hospitals for devices and how to report them and they

QC them and they get better reports.
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1 So we're actually piloting using their KidNet,

N

so it's hospitals that are involved in KidNet and

actually some hospitals that aren't, that we're trying

W

to get to join KidNet, to see if we can get better data
5 when we have either sonebody trained in the hospital or
6 we have these comunications going back and forth, so

7 that we can have them know what we need in the way of

8 i nformation and they can alert us to signals.
9 W' ve actually taken a question the comittee
10 has subm tted, now years ago, on -- there's so nmuch use

11 of PPIs in the nurseries and children in hospitals that
12 we now are trying to pilot |ooking at why, what are the

13 indications -- we all think we know, but what are they -

14 - and howis it being used?
15 So we're trying to do that type of better data

16 collection. But that relates back to the problem we
17 said earlier, is that we're now finding that with the
18 el ectronic records, you need to go find a real record,
19 okay. So actually you need to have sonebody in the
20 hospital who knows where to get the real data, versus
21 t he el ectroni c database, because we've tried pharmacy

22 dat a.
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1 It's a good point and that's a | ong-w nded way

N

of saying we are trying to build those kind of reporting

activities back to the agency.

W

CHAI RVAN ROSENTHAL: Yes, Dr. Ward, and then

5 Dr. Wefling.

6 DR WARD: | just want to make a coupl e of

7 observations for Dr. Franco. One is that under 2007

8 BPCA wel | -done studies can be included in the | abel if

9 t hey provide new i nportant data about the effectiveness
10 or safety of the nedication. |'ve seen clinical trials,
11 I'"ve designed clinical trials, Iike what you descri bed,
12 that failed because of the end point.
13 If you in the clinical arena, homever, have
14 experience at using the nedications wth nmeasurable
15 out cones, such as reduction in bladder neck pressure, |
16 think that it needs to be carefully done, described, and
17 publ i shed, and that then gives the pediatricians and the
18 FDA the opportunity to try to put it in the |abel.
19 DR WEFLING This is Bridgette Wefling
20 Actually, the federally qualified health systemhas a
21 pretty strong reporting system al ready through HRSA.

22 Every year we do sonething called the UDS report and it
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1 may be worth a conversation between the FDA and HRSA

2 around the kinds of data that mght -- that federally
3 qualifieds could provide to the FDA around specifically
4 utilization of nmedications, to create sone kind of a
5 dat abase, because, like | said, it is the one thing that

6 we have to do, is all kind of data collection. So it

7 woul d be just one nore field to fill out. And we all

8 have to have an electronic nmedical record. So just a

9 suggesti on.
10 DR. MJRPHY: We actually have been -- our OSE
11 peopl e have a group that does contracting out with
12 different groups for data |like that. So AHRQ HRSA --
13 I"mnot the expert on that, but they aré.
14 CHAl RVAN ROSENTHAL: Al right. Well, it's
15 time to take a break. So a 15-m nute break puts us back
16 at, why don't we say 5 after 3:00. And we will be -- at
17 that point we will be 40 mi nutes ahead of schedule. So
18 we're noving along this afternoon. So 5 after 3:00.
19 |"d like to remind the people on the conmttee
20 to please not tal k about the topics being discussed in
21 the commttee during the break, and I'Il see you al

22 back in a few m nutes.
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(Recess from2:50 p.m to 3:07 p.m)

CHAI RMAN ROSENTHAL: Al'l right. For the two
angi otensin receptor blockers that we'll be discussing
next, Dr. Nadia Hejazi, who is a pediatric neurol ogist,
will be presenting these findings for us. She received
her nmedi cal degree from Ki ng Abdul azi z University in
Jeddah, Saudi Arabia. Dr. Hejazi received additional
training in neuropathol ogy and pediatric EEG at the
University of Washington in Seattle and at UT-
Sout hwestern in Dall as.

As a research fellow in cel | ul ar
el ectrophysi ol ogy at the National Institute on Al cohol
Abuse and Al coholism she studied the role of glycine
receptor in hyper --

DR. HEJAZI: -- ekplexia.

CHAI RMAN ROSENTHAL: There's a typo on this.

-- and cannabi noid function.

So, Dr. Hejazi.

(Screen.)

ATACAND ( CANDESARTAN CI LEXETI L)
DR. HEJAZI: Hi. 1'mgoing to skip the

outline as by now you're famliar with them So |I'm
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1 going to go directly to discuss the safety review

2 (Screen.)
3 At acand, or candesartan, is an angiotensin I
4 receptor bl ocker marketed by AstraZeneca in the range of

5 doses from4 to 32 mlligramstrength tablets.

6 (Screen.)

7 Atacand was initially approved in June of 1998

8 for the treatnent of hypertension in adults and

9 subsequently in February 2005 Atacand was approved for
10 the treatnent of adults with heart failure. BPCA
11 | abeling change was in OCctober 22, 2009, and the
12 | abel i ng expanded the indication for the treatnent of

13 hypertension to include children 1 to | ess than 17 years

14 of age.
15 (Screen.)
16 As you can see here, the dosing for the | ower

17 age group is based on mlligrams per kg, and it's based
18 on wei ght bands in the ol der pediatric age group. It's
19 i mportant to note that doses above 0.4 mlligranms per kg
20 have not been studied in children one to | ess than six
21 years of age and doses above the maxi num given to adults

22 have not been studied in ol der children.
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1 (Screen.)

N

A witten request was issued for Atacand in

January 30, 2007, and three studies were requested under

W

BPCA in children 1 to less than 17 years of age: a PK
5 study, a safety and efficacy study, and a |ong-term

6 safety study. Pediatric exclusivity was granted in July

7 20009.
8 (Screen.)
9 Now | 'm going to tal k about the pediatric

10 studies. The first study was a pharnmacoki netic study

11 and it shows that the PK profile of Atacand was
12 conpar abl e anong children and adults and was consi stent

13 across the subgroups of age, weight and éender.

14 (Screen.)

15 Continuing with the pediatric studies, Atacand
16 ef ficacy was determ ned in a double-blind, multi-center

17 dose-rangi ng study, and with no placebo group, that was

18 conducted in 93 children aged one to six years with

19 hypertension, the majority of whom had renal disease.

20 The primary end point was a change in the systolic

21 pressure and the study showed that the systolic blood

22 pressure dropped by 6, 9, and 12 mllineters nmercury for
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1 systole and 5, 8, and 11 wmllinmeters nmercury for

2 di astol e across the doses used.
3 (Screen.)
4 The second study was a random zed, doubl e-

5 blind, placebo-controlled, nulti-center study conducted
6 in 240 children aged 6 to |l ess than 17 years of age.

7 The primary end point was a change in systolic bl ood

8 pressure. The results showed significant decrease in

9 both systolic and diastolic blood pressure.

10 (Screen.)
11 Now we nove to discuss the relevant safety
12 i ssues associ ated with Atacand. Atacand has a boxed

13 war ni ng for use in pregnancy. Because Atacand acts on
14 the renin-angiotensive system it can cause injury and
15 death to the devel opi ng fetus.

16 (Screen.)

17 | would like to continue with some inportant
18 contraindi cation and warnings, and | want to draw your
19 attention to the fetal and neonatal norbidity that can
20 result fromthe use of drugs that act on the renin-

21 angiotensin system nost comonly resulting in the

22 mani festations of Potter's syndrome, which is related to
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1 ol i gohydrami os and failure of the i muature kidney to

2 devel op. In addition, Atacand has a negative
3 consequence on the devel opnent of inmature ki dneys and
4 thus it is contraindicated in children | ess than one

5 year of age.

6 (Screen.)

7 At acand can cause hypotension in adults and

8 chil dren who have conditions associated with salt and

9 vol une depl etion, such as those treated with diuretics.
10 Accunul ation can occur in patients wth inpaired
11 hepatic function and therefore a | ower dose should be
12 used when treating such patients.
13 It's inportant to note that Alécand has not
14 been studied in children with ow GFR, that's |[ower than
15 30 mills per mnute.
16 (Screen.)
17 Wth regard to adverse events, during clinica
18 trials one in 93 children in the | ower age group and 3
19 in 240 children in the higher age group experienced
20 wor seni ng of renal disease. This is about the sane
21 percent age of adverse events in both groups. It's worth

22 noting that the decline in renal function was tenporary
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1 and did not appear to be progressive with |ong-term

2 treatnment with candesartan
3 (Screen.)
4 Now we switch gears and tal k about candesartan

5 outpatient utilization. As you can see here fromthis
6 slide, it shows the total nunber of top ARB
7 prescriptions dispensed to the pediatric population from
8 birth to 16 years of age. |In addition, this graph shows
9 that Losartan -- this is the blue line at the top -- was
10 t he nost di spensed ARB anong this age group. At the
11 bottom the blue bars represent the candesartan, and it
12 shows that prescriptions dispensed to the pediatric
13 popul ati on decreased from 3,000 in 2003 }o approxi matel y
14 600 prescriptions in 2010. This is a reduction by about
15 80 percent.
16 (Screen.)
17 Continuing with candesartan utilization, there
18 were a total of 20 mllion candesartan prescriptions,
19 and of those 17,000, that is |less than one percent, were
20 di spensed to 3700 pediatric patients in the age group
21 birth to 16 years. O the 3700 pediatric patients, two-

22 thirds were dispensed to the age group between 6 and 16
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years, about one-third were di spensed to the age group 1
to 5 years, and only a fraction was di spensed to
pediatric age group less than 1 year of age, which is
nostly an off-label use because candesartan is
contraindicated in less than 1 year of age.

(Screen.)

The top prescribing specialty for candesartan
was internal nmedicine, general practice and famly
medi ci ne. Pediatricians accounted for |ess than one
percent of candesartan prescriptions. The diagnosis
captured was mai nly hypertension.

(Screen.)

|"mgoing to tal k about the ad@erse events
captured. It was covering a period of nine years from
April 2002 to July 2011. This figure shows the nunber
of pediatric cases with serious outcones at 69. Qut of
these, there is 66 wth serious adverse events,

i ncluding 19 deaths, plus one fatal case that was
m scoded as outcome of hospitalization.
(Screen.)
This slide shows the total nunber of pediatric

reports. We have a nunber of 85 here, which includes
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1 duplicated reports. 69 were due to -- were reports with

N

serious outcones, plus 16 reports wth outcones of

death. Qut of these 85 reports, there are 22 reports

W

that were duplicates and 63 were unduplicated reports,
5 i ncl udi ng 20 deat hs.

6 Qut of these 63, 2 reports were excluded. In
7 one of the reports the nother took one dose only. In

8 t he second one, there was no serious outcone. So this

9 | eaves us with 61 serious cases, including 20 deaths.
10 (Screen.)
11 It's inportant to note here that the majority

12 of pediatric deaths and serious adverse events were
13 related to in utero candesartan exposure and not to

14  postnatal candesartan exposure.

15 (Screen.)

16 Also -- sothis is again -- this is the

17 sunmary of pediatric -- oops, sorry.

18 (Screen.)

19 Summary of pediatric deaths. That's 20 deaths

20 and, as you can see, the majority are due to in utero
21 exposure and only 3 cases are due to postnatal

22 candesartan exposure. | would like to draw your
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1 attention that nost of these cases, if not all, were
2 confounded by wunderlying conditions or they |acked
3 tenmporal association with candesartan exposure.
4 (Screen.)
5 The first case was a hypoplastic |eft heart

6 syndrone, the second case was a renal inpairnment, and

7 the third case was necrotizing enterocolitis.

8 (Screen.)

9 The first case was a newborn fenal e baby with
10 hypopl astic |l eft heart syndrone and heart failure and
11 decreased urine output, who received candesartan and two
12 days after the initiation of the treatnent she has
13 decreased urine output and her edena was\aggravated.

14 The patients was put on IV furosem de and candesartan
15 dose was increased. The increase was not tolerated and
16 so candesartan was | owered, after which the patient was
17 i nproved. At the age of eight nonths, the patient

18 underwent cardi ac surgery and | ater devel oped cardi ac

19 failure and di ed.

20 (Screen.)
21 The second case was a three-year-old child
22 wth nephrotic syndr one and focal segnent al
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1 gl omer ul onephritis, was enrolled in a candesartan study

2 and was on concom tant drugs. The child had recurrent

3 viral infections since birth and |later devel oped

4 coagul opat hy and di ed.

5 (Screen.)

6 The third case is a one-year-old wth a

7 history of nmultiple cardiac surgeries since the age of
8 si x days, who was started on candesartan at the age of
9 ei ght nont hs. The patient was on furosem de,
10 spi ronol act one, war farin, pr opr anol ol , and
11 acetylsalicylic acid.
12 Ten nonths after candesartan treatnent, the
13 pati ent devel oped necroti zi ng entérocolitis and
14 subsequently died. |In this case, please note the
15 necrotizing enterocolitis devel oped ten nonths after the
16 initiation of candesartan treatmnment, and the occurrence
17 of NEC is nobre common in newborns with congenital heart
18 defect due to the associated circulatory disturbance
19 that mght lead to intestinal ischema
20 (Screen.)
21 Now we nove on to the in utero cases, and we

22 have 17 cases, 14 of which were | abel ed and 3 of which
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1 are unl abel ed.

2 (Screen.)

3 The | abel ed cases, as you can see here, are
4 due to the Potter's syndrome, which includes synptons
5 like ol i gohydr ammi os, renal failure, pul monary

6 hypopl asia. The unl abel ed are the bottom three which
7 are underlined. One case is of congenital heart defect,
8 anot her case of unbilical cord abnornmality, and the
9 third case was a fetal disorder unstated.
10 (Screen.)
11 The non-fatal serious pediatric adverse
12 events. There were 41 cases and agai n nost of them were
13 due to in utero exposure. \
14 (Screen.)
15 The post-natal exposure, we had 16 cases. 3
16 of them were | abel ed events and 13 were unl abel ed. The
17 | abel ed events were there was a case of renal failure, a
18 case of hypotension, and a case of pruritus.
19 Again, it's worth mentioning that these cases were
20 ei ther confounded by the underlying di sease or they
21 | acked clinical information for assessnent.

22 (Screen.)
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1 The unl abel ed events. There were five cases
2 of accidental ingestion, two cases of intentiona
3 overdose, a case of secondary renal failure, two cases
4 of convul sions, one nedication error, and one growth

5 hor none defi ci ency.

6 (Screen.)

7 The hypotension was an 1l-year-old fenale
8 pati ent with a hi story of adr enal cortica

9 i nsufficiency, who presented with pal eness, fatigue, and

10 hypot ensi on after receiving one dose of candesartan.

11 The patient was also on hydrochlorothiazide and
12 i sradi pine for hypertension. The patient inproved after
13 candesartan and i sradi pi ne were discontihued. In this
14 case, candesartan is |abeled for hypotension, and the
15 patient has a history of concomitant drug use, which is
16 hydr ochl or ot hi azi de and i sradi pi ne.

17 The pruritus case was in a 14-year-old female
18 pati ent who experienced hypertrichosis and generalized
19 pruritus fol |l ow ng candesartan adm ni strati on.
20 Candesartan was di scontinued and the pruritis resol ved
21 after switching the patient to val sartan. Candesartan

22 challenge test was negative, and in this case
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1 candesartan is |labeled for pruritis and it's in the

2 | abel in the post-marketing section.
3 Renal failure was in a 14-year-old nmale, who
4 was hospitalized with a diagnosis of congenital

5 abdom nal aortic stenosis, renal hypertension, and
6 ruptured cerebral aneurysm The patient devel oped
7 oliguria after the initiation of candesartan and was put
8 on henodi al ysi s and subsequently inproved. This case
9 event was |abeled because candesartan is known to
10 inhibit the renin-angiotensin systemand it can cause
11 t hese renal function changes.
12 (Screen.)
13 Three cases of convul sions: the first in a
14 three-year-old male patient wth a history of
15 cavopul nonary connection for a single ventricle and
16 intracrani al henorrhage. The patient was on warfarin,
17 aspirin, and candesartan. Eight nonths after starting
18 candesartan, the patient devel oped convul sions. EEG
19 showed central sharp waves. The patient was di agnosed
20 with epilepsy post intracranial henorrhage and was
21 started on sodium val proate. No additional convul sions.

22 In this case it's possible that the epilepsy was due to
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1 t he underlying intracranial henorrhage.

2 The second case was a two-nont h-ol d baby who
3 was breast-fed, devel oped seizures while the nother was
4 t aki ng candesartan for hypertension. Candesartan was

5 di scontinued and there was no informati on on the outcone
6 of the baby's condition.
7 The third case was a 31-old fenal e baby who
8 presented with intracranial henorrhage, skull fracture,
9 hyponatrem a, and convul sions -- the patient nmay have
10 been given candesartan by a parent -- possibly as a
11 result of child abuse. The patient was hospitalized,
12 but no report on the outcone. In this case convul sions
13 are likely due to intracrani al hennrrhade and skul
14 fracture.
15 (Screen.) The accidental ingestion are five
16 cases. Al were reported in fermal es, ages ranged from
17 one year to three years in four cases, and one report
18 was an infant of unspecified age.
19 The intentional overdose case of a 13-year-old
20 mal e with a history of unspecified nmental illness, was
21 suspected to have ingested nmultiple candesartan and

22 am odi pine tablets. He responded to diuretics and
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1 vasopressor treatnent. And a 13-year-old femal e who

2 took her father's prescription of rosuvastatin and
3 candesartan in a suicide attenpt. She was hospitalized
4 and i nproved.

5 The third case was a nedication error in a

6 ten-year-old male wth a history of <chronic rena

7 di sease. The patient was on nethyl phenidate,
8 cyprohept adi ne, and detrol -- that's an antinuscarinic -
9 - loratadine, enalapril, and desnopressin. Two days
10 |ater, after mstakenly taking Avandia -- that's
11 rosiglitazone -- instead of Atacand, the patient

12 experienced irritability, visual difficulty, hunger, and
13 profuse sweating. Avandia was discontiﬁued.

14 (Screen.)

15 The case of growth hornone deficiency was in a
16 12-year-old male with coarctation of the aorta and

17 hypertensi on, who devel oped grow h hornone defi ci ency,
18 but in this case there is no clear diagnosis of growth
19 hor none defi ci ency.

20 (Screen.)

21 The in utero non-fatal adverse events cases

22 were 25 and 18 were | abel ed events and 7 were unl abel ed

Alderson Reporting Company
1-800-FOR-DEPO



FDA Pediatric Advisory Committee Meeting January 30, 2012
Gaithersburg, MD

297

1 events. The | abeled events are again due to the

2 Potter's syndrone.
3 (Screen.)
4 The in utero unl abel ed events, adverse events,

5 were a case of acute respiratory distress syndrone,

6 renal vein thronbosis, neonatal asphyxia, neonatal

7 j aundi ce, hypospadi as, a case of ost eogenesi s
8 i nperfecta, cyanosis and hypotoni a.
9 (Screen.)

10 Thi s concl udes the Atacand pediatric focused

11 safety review. Labeling has been changed to grant an

12 indication for pediatric hypertension in children one to
13 | ess than 17 years of age. No new safety signals were
14 identified. The FDA recomends continued routine

15 monitoring. Does the conmttee concur?
16 (Screen.)
17 | would like to thank all the names |isted on

18 this slide for their help.

19 Thank you.
20 CHAl RVAN ROSENTHAL: Thank you, Dr. Hejazi.
21 Are there questions or points of discussion

22 for Atacand?
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1 DR MJRPHY: Jeff, I1'd like to introduce our

N

di vi sion representatives.

CHAI RVAN ROSENTHAL: Ch, yes, please.

W

DR MJURPHY: H. M nane is Avi Karkowsky. |
5 used to be a pediatrician, but any kids that |'ve ever
6 seen are probably relegated to the geriatric section of
7 Zukaty Park at this stage.
8 CHAI RVAN ROSENTHAL:  You know, one ot her point
9 of order. | just didn't note that Dr. Franco has

10 recused hinself fromthe discussion of Atacand, so he's

11 not at the table for this.

12 Al right, Dr. \Wagener.
13 DR WAGENER It concerns nme, all the in utero
14 exposure. | know the package insert nmakes a comment

15 that if a person gets pregnant that it should be

16 discontinued, but it seens |like the clinicians aren't

17 getting the nessage.

18 I's there any advantage to making a bl ack box
19 war ni ng on this dr ug t hat says "Absol utely
20 contraindi cated in anyone who's pregnant,” full stop?
21 DR KARKOWBKY: | believe it does have a bl ack

22 box warning that's being sonewhat nodified. But to put

Alderson Reporting Company
1-800-FOR-DEPO



FDA Pediatric Advisory Committee Meeting January 30, 2012
Gaithersburg, MD

299

[EEN

things in perspective, alnost all the cases were QOUS

2 cases and putting a black box warning in the U S. cases

3 is not going to help OUS exposure.

4 DR H LLARD: CQutside the U S.?

5 DR KARKOABKY:  Yes.

6 DR HI LLARD: Thanks.

7 CHAI RMAN ROSENTHAL: Yes, Dr. White.

8 DR VH TE: Under your warni ngs: "5. 2.

9 Morbidity in Infants. Children |ess than one year of
10 age nust not receive Atacand for hypertension.
11 Consequences of adm nistering drugs that act directly on
12 t he renin-angi otensin system can have effects on the
13 devel opnent of immature kidneys."
14 I"d like to nodify this statenent, not so mnuch
15 because it's inappropriate for Atacand, but we use
16 captopril and enalapril and have used that for years and
17 they act as well on the renin-angiotensin system and

18 they're | abel ed with dosages for captopril for newborn

19 infants and enalapril for infants nore than one nonth of
20 age.
21 So we're actually contradicting some of our

22 | abel s by saying that any drug acting on the rein-
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angi otensin system even though it may cause damage. W
shoul d probably try to restrict that just to those that
are ARBs, angiotensin receptor blockers, if that's a

fair statement. Does anyone have any thoughts on that?

Jeff?

DR KARKOWBKY: I'"'m not sure that's an
accurate statenment at this stage. 1'll go back and
check the captopril | abeling.

DR WHITE: | can pull it up. 1've got it
right here.

DR KARKOABKY: Ckay. But in general, we
di scourage even studies in kids under one year of age,
based both on prenatal information and élso on sone
| aboratory ani mal studies that show renal agenesis in
young Ki ds.

DR WHTE: Is that true for ACE inhibitors?

DR KARKOWBKY: | believe so.

DR. WHI TE: Because we've used captopril --
we' ve been using captopril for 20 years in newborn
infants for congestive heart failure, and to ny
know edge |'ve not knocked of f anybody's ki dneys lately.

Geof, do you have any know edge of that?
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CHAlI RVAN ROSENTHAL:  No.

DR. WH TE: Ckay.

DR KAPLAN: W've studied at M nnesota.
O Day was the first author defining the dosing for
captopril a long time ago. A lot of us in neonatol ogy
have used it for neonatal hyper-renin hypertension for a
long tinme. It's difficult to use because there's not a
good formul ation, and there's the tripl e-phase reaction.
W find that cardiology usually starts at a hi gher dose
t han we reconmend.

(Laughter.)

DR WH TE: Well, we start everything at
hi gher doses than anyone woul d reconnend.

But the label is clearly | abeled with dosages

down to newborn infants for captopril. So if we could -
- 1'"ve got it. Hold on two seconds. | had it a nonent
ago.

(Pause.)

DR WHI TE: Sorry. M eyes are not as good as
t hey used to be.
DR. MURPHY: We will take it that it is.

DR. WHITE: Here it is. 1've got it here.
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CHAl RVAN ROSENTHAL: Dr. Wite, you're | ooking

at the ACE inhibitors |abel?
DR WHI TE: Yes, for captopril specifically,
which is --

DR. MJURPHY: This says children one to six.

DR WHI TE: -- indications and dosage for
heart failure or hypertension. For treatnment of
hypertension: infants, neonates, initially started at

.05 to 0.1 mlIligranms per kilogram PO every 8 to 24
hours. Doses may be titrated up to, do not exceed, 2
mlligrans per kil ogram per day. Newborns and premature
neonates, initially 0.01 mlligranms per kil ogram

So we have it -- whether we ha@e it |abeled or
not, we're giving the dose of the drug in the |abel for
captopril. [I'musing the |abeling information from MD
Consult, which I think is the FDA | abel.

DR. MJURPHY: You may have shined sonme |ight on
a problemwe have with old labels. W see this in anti-
infectives. Sonme of the really old antibiotics, you
can't believe the way they're labeled. So | think what
you' ve brought up is an issue that --

DR WHITE: So are we going to have to stop
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1 usi ng captopril?

2 DR. MJRPHY: No. Dr. Karkowsky's going to go
3 back and address this issue about whether we need to

4 catch it up to date with any additional information.

5 DR. WHI TE: Okay. Thank you.

6 CHAl RVAN ROSENTHAL: Yes, Dr. Hillard.

7 DR H LLARD: | have a question just for ny

8 information, but to bring us back to this issue of

9 pregnancy and drugs that have contraindications in
10 pregnancy. Clearly the information is in |abeling, but
11 for drugs that have a pediatric indication, thinking
12 about adol escents and the fact that they don't tell us
13 bef ore they becone sexually active, they don't tel
14 their doctors who are prescribing these nedications. So
15 pregnancies are likely to be unintended and pregnanci es,
16 as has been noted with the | ast discussion, are likely

17 to be discovered at a later tine.

18 So is there any way to address this particular
19 i ssue, which is broader than this drug, that -- it's an
20 i ssue of information to clinicians, but it bothers ne

21 that there are these drugs that clearly should not be

22 taken during pregnancy. And the question is prescribing
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1 themin an adol escent popul ati on where adol escents may

2 be sexually active without discussing it with their
3 clinician.

4 CHAI RVAN ROSENTHAL: Dr. Wite.

5 DR. WHI TE: Actually, | renege what | said.

6 The label in MD Consult is not the sanme as the FDA
7 | abel. The FDA | abel doesn't include the dosages for
8 children and it says it should be use cautiously because
9 there's |limted experience.
10 CHAl RVAN ROSENTHAL: Dr. Wagener.
11 DR MJRPHY: Ckay. Thank you. |It's in the
12 record. That is a problem You' ve discovered a problem
13 that a | ot of people have, getting the chrrent | abel .
14 W actually, when we cone to this neeting, we have to

15 ask that we have the current | abel because they change.

16 Vel l, that's encouragi ng that we have a nore updated
17 | abel.

18 Sorry.

19 CHAl RVAN ROSENTHAL: That's okay. That's an

20 i mportant point.
21 Dr. Wagener.

22 DR. WAGENER: \Wagener. Just commenting on the
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1 pregnancy issue, it seens that there may be sort of

2 three categories. One is that we don't know anyt hing
3 about what happens in pregnancy. Two is that it's a
4 drug that's been used and has sone degree of safety.

5 But three, there are products such as this one that

6 clearly have a conplication related to that.

7 Thi nki ng on your question, when you go to the
8 pharmacy now and you get a bottle of pills, it'll warn

9 you about not taking with mlk and all sorts of things

10 are added to the bottle, little stickers are added to
11 the bottle. 1Is there any way -- | don't know where
12 t hose stickers cone from | don't know why they're

13 driven necessarily. But is there any ma& on a drug |like
14 this, that has absolutely no question about it harm

15 produced during pregnancy, that they could put a sticker
16 on it that says: Do not use if pregnant, period.

17 That woul d be sonet hing the patient would see
18 directly and would be a rem nder even if they hadn't

19 told their doctor

20 CHAI RMAN ROSENTHAL:  Dr. Murphy.

21 DR MJURPHY: Well, | was | ooking for sonebody

22 from CEDR who could talk nore to risk managenent pl ans,
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1 because that would be sort of the area that you m ght

2 want to look at this for. You know, what pharnmacists
3 decide to put on labels, all the little stickers, |

4 don't think we have any authority over all that.

5 But certainly we do have ways of devel opi ng

6 ri sk managenent prograns, sonme of which say that you're

7 not supposed to give it to certain popul ations w thout

8 ot her steps being in place.

9 | s there anybody here from Center for Drugs
10 who would like to address that? Hari, do you want to?
11 (No response.)

12 DR. MJRPHY: No, it doesn't |look |ike we have
13 an expert on risk nanagenent here today.\ W will bring
14 that to them

15 CHAlI RVAN ROSENTHAL.: O her poi nt s of
16  discussion for Atacand? Yes, Dr. Reed.

17 DR REED: Thank you. Mchael Reed. 1In the
18 interest of just making comments that may be of interest
19 to the agency, coming back to Dr. Wiite's and Dr. Ward's
20 conment on the norbidity in infants and recogni zi ng t hat
21 this class of drugs is comonly used in very young

22 infants and throughout the first year of life, the way
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1 this -- and I"'mlearning fromBridgette to pay a little

nore attention to this.

N

| think the way it's worded here can be

W

m sl eadi ng, unless there is data in humans that they act
5 directly and can have a negative consequence on
6 devel opnent, dot, dot, dot, and then the next sentence,
7 "It's been shown to cause abnormal kidney devel opnent in
8 very young mce." Looking at how the quinoline story
9 and certain other drugs relative to children, when no

10 data in humans have been found in followup to the

11 animal studies it can lead to confusion for the

12 prescri bers.

13 | don't know if there's any huﬁan data for

14 this. And if not, it mght need to be reworded. Just a

15 poi nt .

16 CHAl RVAN ROSENTHAL: All right. Thank you.

17 Yes, Dr. Vard.

18 DR. WARD: Geof, a couple of things. One is
19 that the adverse events | think illustrate and sonme of
20 the corments illustrate that one of the predom nant uses

21 of this is in children with congenital heart disease for

22 after-load reduction. There's nothing in the |abel
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1 about treatment for after-load reduction and inprovenent

2 of cardi ac out put.

3 It may be illustrative of how carvedilol was

4 studi ed and not studied well, and that was an extensive
5 study, but it's not shown to be effective. | think our
6 adverse event reporting illustrates, | think, this sort

7 of lack of study in those areas.

8 The other is | want to just comment about the
9 French describe this hypoplasia of the skull as
10 ost eogenesis inperfecta, a very specific diagnosis. Yet
11 they use that terminology or it cones in in their report
12 forms. When | read the description, it sounds like the
13 very well-described hypoplasia of bdne growt h, not

14 osteogenesis inperfecta that's a cartil age di sorder

15 CHAl RVAN ROSENTHAL: Thank you. Those are

16 each good points.

17 O her comrents or points of discussion for

18 Atacand?

19 (No response.)

20 CHAI RMAN ROSENTHAL: Shall we go to the voting
21 guesti on.

22 (Screen.)
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1 So no new safety signals have been identified
2 and the FDA is recommending return of this product to

routine safety nonitoring. Does the committee concur?

3
4 Al in favor?

5 (A show of hands.)
6 CHAI RVAN ROSENTHAL: Al | opposed?
7 (No response.)
8 CHAI RVAN ROSENTHAL: Any abstentions?
9 (No response.)
10 CHAl RVAN ROSENTHAL: Ckay, it
11 Dr. Wite, you want to get us started?
12 DR WH TE: | concur and woul d request that

13 you review the | abel for ACE inhibitors and their use in

14 children, to cone up with acceptabl e | anguage across

15 ARBs and ACE inhibitors.

16 Thank you.

17 DR. RAKOABKY: Al ex Rakowsky,

18 DR FELNER  Eric Fel ner, yes.

19 DR VALKER: Leslie Wl ker, yes.
20 DR, H LLARD: Paula Hillard, yes.
21 DR. BHATI A: Jatinder Bhatia, yes.
22 DR. M NK: John M nk, vyes.

| ooks unani npus.
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1 DR. WEFLING Bridgette Wefling, yes.
2 DR. BAKER: Susan Baker, yes.
3 DR. KAPLAN:. Shelly Kapl an, yes.
4 DR. CASTILE: Bob Castile, yes.
5 MS. EICHNER: Marilyn Eichner, yes.
6 DR. WRI GHT: Joe Wi ght, yes.
7 DR. KRI SCHER: Jeff Krischer, yes.
8 DR. TOWBI N: Kennet h Towbi n, yes.
9 DR. WAGENER: Jeff Wagener, yes.
10 DR. MOTIL: Kathleen Motil, yes.
11 DR. DRACKER: Bob Dracker, yes.
12 DR. SANTANA: Victor Santana, yes.
13 DR. REED: M chael Reed, yes.
14 CHAI RMAN ROSENTHAL: All right. Thank you
15 very nmuch.
16 So let's nove on now to Benicar and again Dr
17 Hejazi will present this product for us. And Dr.
18 Franco, you can join us back at the table, and we
19 appreci ate you sliding back for the |ast conversati on.
20 (Screen.)
21 BENI CAR ( OLMESARTAN MEDOXOM L)
22 (Screen.)
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1 DR HEJAZI: Benicar or olnesartan is again an
2 angi otensin 2 receptor blocker, marketed by Daiich
3 Sankyo in a range of doses between 5 and 40 milligrans
4 strength tabl ets.
5 (Screen.)
6 Benicar was initially approved in April, Apri

7 25, 2002, for the treatnent of hypertension in adults,
8 and | abeling was changed under BPCA and PREA on February
9 4, 2010 and the | abeling change nmade dosi ng avail abl e
10 for children 6 to |l ess than 17 years of age.
11 (Screen.)
12 Beni car's dosing is based on wei ght bands in
13 children 6 to less than 17 years of ageﬁ
14 (Screen.)
15 A witten request was issued for Benicar in
16 May of 2009 and pediatric exclusivity was awarded on
17 Cctober 7 of 2009. Three pediatric studies were
18 requi red under BPCA: a PK study, a safety study, and a
19 safety and efficacy study.
20 (Screen.)
21 Now | 'm going to tal k about the pediatric

22 studi es. The pharnmacoki netic study. The PK profile was
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1 studied in hypertensive children 6 to | ess than 17 years

2 of age and showed that the PK was simlar to that in

3 adul ts when adjusted by wei ght.

4 (Screen.)

5 Cont i nui ng with pedi atric st udi es, t he

6 efficacy of Benicar has been evaluated in a random zed,
7 doubl e- bl i nd, pl acebo-controlled study in two cohorts,
8 an all-black cohort of 112 patients and a m xed racia
9 cohort of 190 patients, including 38 blacks, aged 6
10 t hrough 16 years of age. Benicar significantly reduced
11 systolic blood pressure in both groups, with smaller

12 bl ood pressure reductions observed in black patients.

13 (Screen.)
14 Now we nove to discuss the relevant safety
15 i ssues associated with Benicar. Again, the sane here as

16 with Atacand: Benicar has a boxed warning for use in

17 pregnancy and, because Benicar acts on the renin-
18 angi otensin system it can cause injury and death to the
19 devel opi ng fetus.

20 (Screen.)

21 | would like to continue with some inportant

22 contraindication and warnings. As | nentioned earlier,
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1 the same warning for neonatal and fetal norbidity that

2 can result fromthe use of drugs that act on the renin-
3 angiotensin system nost comonly resulting in the
4 mani festations of Potter's syndrome. Again, |'m going

5 to talk about this nore when we go to the adverse events
6 secti on.
7 (Screen.)
8 Beni car can cause hypotension in adults and
9 children who have conditions associated with salt and
10 volune depletion, such as those treated with diuretics.
11 Therefore, correction of these conditions should be
12 made before initiating treatnent with Benicar.
13 (Screen.)
14 In clinical trials, there were no rel evant
15 differences between the adverse events profile for
16 pediatric patients and that reported for adults.
17 (Screen.)
18 Now we wll switch gears and talk about
19 Benicar utilization. As you can see fromthis slide,
20 the top -- it shows the total nunmber of top ARB
21 prescriptions dispensed to the pediatric population from

22 birth to 16 years of age. In addition, it shows that
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Losartan, the blue line at the top --

(Screen.)

Qops, sorry.

(Screen.)

-- it's the nobst prescribed ARB, and
ol mesart an use dr opped from 2003 from 2,000
prescriptions to 1400 prescriptions in the year 2010,
which is a decrease by 30 percent.

(Screen.)

The total prescriptions dispensed is 45
mllion prescriptions and out of these there were only
19, 000 prescriptions, that is |less than one percent,
that were dispensed to 6,000 pediatric pétients. And
out of these, two-thirds were dispensed to children 6 to
16 years of age and about a third dispensed to children
1 to 5 years of age, and only a fraction went to
children less than 1 year of age. Again, this would be
nostly an off-I|abel use.

(Screen.)

The top prescribing specialty for ol nesartan
was general practice-famly nedicine and internal

medi ci ne, and pedi atricians accounted for |ess than one

314

Alderson Reporting Company
1-800-FOR-DEPO




FDA Pediatric Advisory Committee Meeting January 30, 2012
Gaithersburg, MD

315

1 percent of ol nesartan prescriptions, and there was no

2 di agnosi s code captured for pediatric patients.
3 (Screen.)
4 The adverse events reports again cover a nine-

5 year period from 2001, July -- April 2002 to July 2011

6 and this figure shows the nunber of pediatric cases with

7 serious outcones, that is 19, and all 19 cases were

8 serious events, including 12 deaths.

9 (Screen.)
10 This slide shows the total nunber of pediatric
11 reports, that is 24, and out of the 24 reports 19 were
12 serious, including 5 deaths in which the age was
13 unknown. Duplicated reports were 9 and hnduplicated
14 reports were 15, including the 10 deaths. This |eaves
15 us with 15 pediatric cases, including the 10 deaths.
16 (Screen.)
17 Again here, nost of the pediatric deaths were
18 due to in utero, eight cases, and postnatal deaths were
19 only two: a case of a six-nmonth-old infant with
20 ventricul ar hypoplasia and a second case in a 1l4-year-
21 old male with conpl eted suici de.

22 (Screen.)
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1 The six-month-old infant wth ventricul ar

N

hypopl asi a whose father received ol nesartan at the tine

of conception; and the conpleted suicide was in a 14-

W

year-old mal e who ingested nultiple drugs, including

5 ol nesartan, acetam nophen, and fl uoxeti ne.

6 (Screen.)

7 Again, the in utero deaths, eight cases, and

8 all of these cases show the manifestations of Potter's

9 syndr one.
10 (Screen.)
11 The postnatal -- non-fatal serious adverse
12 events: postnatal cases were two, a case of accidental
13 ingestion and intentional overdose. \ The in utero
14 exposure: Potter's syndrone, that is |abeled; and two
15 cases, an ASD and VSD, that was unlabeled, were
16 unl abel ed.
17 (Screen.)
18 The accidental ingestion was in a 20-nonth-old
19 femal e who accidentally ingested one tablet of each of
20 the follow ng drugs: sinvastatin, acetylsalicylic acid,
21 nmetform n, and ol mesartan. There was no report on the

22 out cone.
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The case of intentional overdose was in a 16-
year-ol d femal e patient who ingested nultiple drugs,
including ol mesartan, in a suicide attenpt. The patient
was hospitalized, but there was no report on the
out cone.

(Screen.)

The in utero events. As | nentioned before,
they were nostly due to Potter's syndrone; and a case of
ASD and a case of VSD. It's worth noting in this case
that the nother was -- in the two cases the nother was
on multiple concomtant drugs and there is a history of
| at e chil dbeari ng.

(Screen.)

Thi s concludes the Benicar pediatric safety
focused review. Labeling has been changed to grant an
indication for pediatric hypertension in children six
years and older. There were no new safety signals were
identified. The FDA recomends continued routine
nmonitoring. Does the conmttee concur?

Thank you.

(Screen.)

| would like to thank all the nanmes |isted on
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1 this slide.

2 CHAl RVAN ROSENTHAL:  Thank you, Dr. Hejazi.

3 Comment' s, di scussion about Benicar? Yes, Dr.
4 Wagener

5 DR WAGENER: |'msorry to bring this up

6 again, but it bothers nme that in these two drugs we've
7 seen nore fatalities than in all the other drugs we're
8 | ooking at, and there are a heck of a lot nore use in
9 all those other drugs. It seens |ike we ought to be
10 worried about these intrauterine exposure fatalities.
11 And | don't care that they're overseas or here. There
12 shoul d be zero in the United States.
13 | think part of it is the marn}ng t hat exists
14 is to me very poorly worded. Wen you start out the
15 war ni ng and say "Wen used in the second and third
16 trimester,” the inplication is that it is wused.
17 I nstead, the warning should be very clear; it says: "It
18 never should be used."
19 This is a drug that's contraindicated in
20 pregnancy, period. | don't understand why across the
21 board with all of the receptor antagonists you can't put

22 in a black box that's that clear, so that there's no
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1 anmbiguity at all.

2 DR KARKOABKY: It is not -- Dr. Karkowsky.
3 It's not 100 percent event rate, and if you put in too
4 harsh a warning you' re going to push perfectly norm

5 pregnancies to get abortions. There is wording in the
6 | abel that says what to do. There is also the concern
7 that there are sone di seases, such as di abetes, where
8 the risk to benefit is unclear in pregnancy. So | don't
9 know what | would do at this stage, but there are cases
10 where there may be a | ot nore benefit, because there is
11 not nuch nore therapies out there that don't cause the
12 same probl ens.
13 CHAI RMAN ROSENTHAL: | think there is some
14 wording in the |abel that addresses the maternal risk
15 wi th discontinuation of this class of agents. So the
16 ri sk-benefit equation is conplicated for these, for
17 t hese agents, | think, for sure.
18 O her points or other ideas regardi ng Benicar?

19 Yes, Dr. Mathis.

20 DR LISA MATHIS: There are two points | want
21 to make. First of all, even for products that we have
22 very restricted distribution, |ike Accutane, it's stil
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1 not 100 percent no pregnancies. So we will never get to
2 t hat point because human nature is what it is and people
3 go around progranms and they do things because they want
4 todoit.
5 But the nore inportant point | wanted to nake
6 is that you have to renmenber that when we're treating

7 pregnant wonen we're treating the pregnant woman, and we
8 have to nake a decision about her health based on her
9 health. Now, oftentines the exposure to the infant is
10 uni ntended. In other words, she becones pregnant and
11 doesn't know it before she's off of the drug.
12 But I think one critical thing to renmenber is
13 that we can't contraindicate drugs that Hon't riseto
14 the level of a contraindication in pregnancy because we
15 can't deny the pregnant woman an inportant therapy if
16 that's the only therapy that's avail able for her
17 So |I'mjust cautioning agai nst sayi ng across
18 the board if there's any chance of teratogenicity
19 contraindicating it in wonen, because we still have to
20 treat the carrier of the fetus, and that's the nother
21 and that's the primary patient at that point in tinme.

22 CHAI RMAN RCSENTHAL: Dr. Bhatia
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1 DR BHATIA: Thank you. Not to discount Dr.

N

Wagener's comments, in that case you have, playing

devil's advocate, ASD, VSD, Potter's syndrone woul d be

W

injury early in pregnancy. So his point gets stronger
5 because the in utero exposure things you' re showing is
6 Potter's, ASD, VSD, and which have occurred because you
7 knew you were pregnant.
8 So if that |anguage has to continue, then the
9 entire pregnancy has to be included, not just second and
10 third trinester
11 DR KARKOABKY: Excuse nme. | believe Potter's
12 syndronme is a | ate pregnancy --
13 DR BHATIA: But it goes on .
14 DR. KARKOABKY: Yes. It's decreased -- it's
15 ol i gohydrammi os whi ch causes the problem That's why it
16 was proscribed in the third trinmester, and only recently
17 did it get pushed up to the second or third.
18 DR. FRANCO Renal output begins at 14 weeks
19 gestation, so Potter's syndrone is really at the
20 devel opnent of the kidneys. So if the kidney is forned
21 abnormally, that's really the underlying problem So it

22 is an early -- it is an early pregnancy problem
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1 CHAl RMVAN ROSENTHAL: Dr. Hausman, | saw your
2 hand up. | don't nean to call on you while you' re away
3 fromyour mke, but if you have a coment this would be
4 a good tine.

5 DR. HAUSMAN. Thank you. | pulled up the
6 current Benicar |abel and just above what we have here,
7 the warning on the |abel | have here says: "Warning" --
8 there's a colon, and it says: "Avoid use in pregnancy.”
9 So it didn't get captured up there, but | wanted to
10 hi ghlight to the conmttee that FDA actually takes these
11 war ni ngs very, very seriously. Like Dr. Mathis said, we
12 have to -- we take into account the maternal -fetal unit

13 and we try to make a bal anced recomendation. But this

14 is actually an exceptionally strong boxed war ni ng.

15 just wanted to bring that to the commttee' s attention.
16 CHAI RVAN ROSENTHAL: Dr. Wite.

17 DR WHITE: In our fetal cardiac practice, the

18 nmost conmmon scenario is that the nother cones to us

19 havi ng been started on this nedication, or an ACE

20 inhibitor is much nore common actually, early during or
21 | ong, | ong before the pregnancy, and may not have been
22 back to the doctor for several years, is still getting
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1 t he nedication, and cones in having discovered that

2 they' re pregnant seven or eight nonths after conception.
3 | think those are the cases that are nost
4 problematic. Mst nothers go to the OB as soon as they

5 find out they're pregnant and they're told to stop.

6 Yes, there are concerns about first trinmester use, but
7 they're nmuch |l ess, nuch | ess serious usually. But it's
8 t he ones where the nother doesn't know that they're

9 pregnant that really gets you in trouble and gets the

10 baby in trouble as well.

11 CHAI RVAN ROSENTHAL: Dr. Wagener.
12 DR. WAGENER: | recogni ze the FDA takes it
13 seriously. I'mnot questioning that. But I'mtrying to

14 figure out sone way to get doctors to take it seriously.
15 If you don't want to change the nunber of words or

16 anything, let me suggest an order change, and that is
17 the first sentence should read in the box: "Wen

18 pregnancy is detected, Benicar should be discontinued as

19 soon as possible.” [I'mnot going to change any words
20 there. |'mjust going to change order
21 DR. MJURPHY: Actually, what was pointed out is

22 that that's what it says now --
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1 DR WAGENER: And then the second sentence can
2 be: "Wen used in pregnancy," da-da-da-da.
3 DR. MURPHY: | think -- | don't know why this
4 slide's up here. 1In your handout you will see that the

5 war ni ng says "Wen pregnancy is detected, discontinue" -

6 -the first sentence -- "as soon as possible.”
7 DR WARD: And it begins with "Wrning,"
8 colon, all in caps, "Avoid use in pregnancy” in the box.

9 So that's really pretty strong.
10 DR. WAGENER: Yes, | agree with that.
11 DR. MJRPHY: Ckay. This is one of those
12 things where sonetines there are different |abels

13 floati ng around and people got the wong one for the

14 sl i de.
15 CHAI RVAN ROSENTHAL: A rogue slide.
16 One thing that | was hoping to touch on.

17 found it interesting, a case was described in which

18 there was a paternal exposure and that nade ne wonder

19 about how -- we talk a |lot about the maternal -fetal axis
20 and trying to understand perinatal safety issues. But
21 how does the agency approach paternal exposures in

22 general, and why did that particular case make its way
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1 onto the list for this product?

2 DR LISA MATH'S: [I'mso excited to answer
3 this question

4 (Laughter.)

5 DR REED: [I'Il hold her back

6 DR LISA MATH S: Actually, there are a few

7 drugs where there is sone transference in the senen, so
8 we do have to be careful about exposure because of
9 paternal use of nedications. Prior to the draft
10 pregnancy |l abeling rule that is in clearance now, we
11 didn't really have a standard way of approaching this.
12 But now, as part of the pregnancy |abeling rule, we have
13 a specific section that tal ks about drud passage by
14 either the nother or the father. So now there's going
15 to be -- well, hopefully there will be a specific
16 section in |l abeling once the rule is published that
17 actually addresses this particular issue, which is
18 really inportant.
19 So thank you
20 CHAI RMAN ROSENTHAL: Yes, | think the
21 teratol ogi sts would really applaud this as a great

22 advance. So thank you.
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1 O her questions or topics regarding Benicar?

N

O her hands up? Oh, yes.

DR. HAUSMAN: Just as an additional conment

W

about paternal exposures, in addition to being a
5 pediatrician |I'mal so a pathol ogist. Wen |I transferred
6 over into Pharmacovigilance and OSE, when | started
7 talking to the safety evaluators | started saying: So,
8 has anybody pull ed out any paternal exposures? And we
9 just heard fromDr. Mathis about how some of the rules

10 are changing, but |I think one of the big things is that

11 when you get people who are aware that it mght be an

12 i ssue asking questions, it's starting to get on people's

13 radars, because sonme of us are persnickéty about it and

14 we keep on asking. So it's starting to get on the radar

15 for that reason as wel |

16 CHAl RVAN ROSENTHAL:  Good wor K.
17 Dr. Ward.
18 DR WARD: | just want to nmake a conment about

19 t he associ ations, though, between the exposures and the
20 out cones. There's a finite nunmber of congenital
21 mal formati ons that are going to occur. They occur in

22 specific frequencies, and | think we have to be cautious
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about concluding that there's cause and effect from
exposure and out cone.

CHAl RVAN ROSENTHAL:  Thank you. Yes, it's
hard with rare events to not beconme sucked into the
attribution error, isn't it? Yes, good point.

Al right. Oher points?

(No response.)

CHAI RVAN ROSENTHAL: Well, why don't we go
ahead and vote on this, this issue. The FDA is
proposing continued routine safety nonitoring for
Benicar. Al in favor please raise your hands.

(A show of hands.)

CHAI RVAN ROSENTHAL:  Thank yod.

Any opposed?

(No response.)

CHAI RVAN ROSENTHAL: And any abstentions?

(No response.)

CHAl RVAN ROSENTHAL: It | ooks |ike a unani nous
field. Dr. Reed, will you get us started goi ng around?
DR. REED: M chael Reed. | vote yes.

DR. SANTANA: Victor Santana. | vote yes.

DR. DRACKER  Bob Dracker, yes.
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DR MOTIL: Kathleen Mtil, yes.

DR. WAGENER: Jeff Wagener, yes.

DR TOWBI N: Kennet h Towbi n, concur.

DR. KRI SCHER: Jeff Krischer, yes.

DR. WRI GHT: Joseph Wight, yes.

M5. EICHNER  Marilyn Eichner, yes.

DR. CASTILE: Bob Castile, yes.

DR. KAPLAN. Shelly Kapl an, yes.

DR. BAKER:. Susan Baker, yes.

DR. WEFLING Bridgette Wefling, yes.

DR. M NK: John M nk, yes.

BHATI A:  Jatinder Bhatia, yes, assum ng that
the new label wll replace old | ab\el in the
presentation.

DR. FRANCO | srael Franco, yes.

DR, H LLARD: Paula Hillard, yes.

DR. WALKER: Leslie Wl ker, yes.

DR. FELNER: Eric Felner, yes.

DR. RAKOABKY: Al ex Rakowsky, concur.

DR. WH TE: Mchael Wite, yes, and pl ease

review this as well

with the ACE inhibitors and ARBs for

consi stency between the | abels.
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1 DR. MJURPHY: W have flagged it.
2 CHAl RVAN ROSENTHAL:  Thank you, yes.
3 Thank you, Dr. Hejazi.
4 DR HEJAZI: Thank you.
5 PEDI ATRI C ADVI SORY COW TTEE MEMBER
6 Dl RECTED ABBREVI ATED REVI EW PROCESS
7 CHAl RVAN ROSENTHAL: All right. At this point
8 in the agenda, I'mgoing to just talk for a m nute about
9 our abbreviated review process. |'Il give Dr. Mirphy a

10 chance to speak after nme. But since many of you are new
11 on the commttee, I1'd just like to talk about a process
12 that we have for review ng products that neet very

13 specific criteria. \

14 The reason that we have a different process

15 for these products is that a lot of time and energy goes
16 into the committee's work around review of any product
17 t hat cones before the committee, and so we've been as a

18 conmttee trying to inprove our efficiency going

19 forward
20 So let me start by just saying that the FDA's
21 criteria for an abbreviated review are -- the criteria

22 are as follows: one, that there are no deaths; second,
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1 that there are either no or very few serious adverse

2 events; third is that there is either very little or no
3 pediatric use or that the product is no |onger marketed,
4 and fourth, that there is no new safety signal.

5 So for products that come up for review that

6 nmeet those criteria, we conclude that they are therefore
7 adequately | abel ed for pediatric use and we bring them
8 before the commttee in an abbrevi ated revi ew process.

9 Now, there are two different groups of people
10 around the table today. There are permanent nenbers of
11 the Pediatric Advisory Commttee. "Permanent" neans
12 you' ve been assigned to a four-year term And there are
13 consul tants, who are here either for thé nmeeting or for
14 a year or in sone other capacity. So the pernmanent
15 menbers of the Pediatric Advisory Committee sought to
16 nodi fy the process for abbreviated review, again to
17 enhance our opportunity to nmore fully discuss products
18 that may have inportant safety issues. So the
19 notivation for considering a process change was to try
20 and create the opportunity for nore focused attention on
21 t hose products that have safety issues and woul d benefit

22 from our focus.
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1 The permanent PAC nenbers have assigned

N

reviews to designated reviewers for five products today.

These products are Xerese, Creon, Zenpep, Pancreaze,

W

and Mrena. Now, only the designated revi ewers have

5 been through the conflict of interest clearance for

6 t hese products. As you've seen, when anyone on the

7 panel has a conflict of interest, either direct or

8 attributed or in sonme cases quite renote, we ask those

9 people to step away fromthe table and not participate
10 in the discussion. Thank you, Dr. Franco, for being
11 wlling to nove back and forth a few tinmes today and
12 i ndul ge us in this process.
13 But since only those mho‘Qe been cleared
14 through the conflict of interest process can participate
15 as advisers to the FDA on this comrmttee, at this point
16 we'll let the designated reviewers provide advice to the
17 FDA. For the rest of us, myself included, who have not
18 been through the conflict of interest clearance process,
19 we should not be providing advice to the FDA on these
20 products at this tine.
21 Dr. Murphy, do you have anything to add to

22 t hat ?
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1 DR. MJRPHY: | think I'mspeechless. A rare
2 event. Thank you.
3 CHAl RVAN ROSENTHAL: Ckay. So then, w thout
4 further ado, let's engage in this designated review
5 process. |'Il ask the reviewers to engage in discussion

6 freely with the FDA around these topics and the rest of

7 us will not.
8 So who is the designated reviewer for Xerese?
9 DR MOTIL: | am

10 CHAl RVAN ROSENTHAL: Dr. Moti l

11 XERESE ABBREVI ATED REVI EW

12 DR MOTI L: Kat hl een Motil. ["m the

13 desi gnated revi ewer for Xerese. This pérticular drug is
14 acycl ovir and hydrocortisone cream and in ny reviewits
15 i ndication for herpes sinplex labialis has a very | ow
16 pediatric volune, very low pediatric use. | agree with
17 the FDA's review in that there was absolutely no safety
18 signal detected and | reconmmend that we continue -- that
19 the FDA continues its surveillance of this particular

20 drug.

21 DR MJRPHY: So, Dr. Mdtil, you recomend --

22 you're agreeing with FDA's recommendation to return it
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1 to routine nonitoring, then?

2 DR. MOTIL: Yes, yes.
3 DR MJURPHY: Thank you very nuch.
4 CHAI RVAN ROSENTHAL: Ckay. And who is the

5 desi gnated revi ewer for Creon?

6 DR, TOMBIN C est noi

7 CHAI RVAN ROSENTHAL: Dr. Towbi n.

8 CREQON, ZENPEP, AND PANCREAZE ABBREVI ATED REVI EW
9 DR. TOMBIN.  Actually, I'mthe designated

10 reviewer for all the porcine products that are being

11 considered. | do recommend that these be returned to

12 routine nonitoring. Certainly this particular agent and
13 the other two didn't show any signal in }erns of safety
14  concerns.

15 There were two things that did surface in ny
16 review that | just wanted to call attention to. One is
17 that there was a REMS that was advised | ooking at the

18 way in which the products were manufactured and concerns
19 for viral transm ssion, given the porcine derivative.

20 Just to make sure that finds its way into the docunments
21 t hat you provide going forward, that those studies are

22 under way, that you're nonitoring that.
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1 | had to go back and |l ook at the initia
2 materials. There wasn't anything in the nedical review
3 that indicated that that was in progress and under way.
4 So just hearing about that | think would be good.
5 The second thing was maybe a very rare thing,

6 but apparently the substances can't be ground and given
7 directly for very young infants because of irritation to
8 the nmucosa. So the sponsor had recommended use of a
9 gastro tube, and | coul d understand how for very young
10 children placing a gastro tube could be problematic.
11 But there probably should be sonmething in the package
12 about having an adequate volunme of liquid if you're
13 going to be giving it in apple sauce or éone ot her way,
14 so that you don't have that nucosal irritation. The
15 | abel doesn't say anything about that, just that it can
16 be given. Maybe sone statenent about how for very young
17 children an adequate vol ume woul d be inportant to avoid
18 that nucosal irritation could be useful
19 DR MJRPHY: Let me ask you if | have it
20 correctly, that you would Iike us to, when providing
21 i nformati on on these products, where we have a REMS

22 that's been advised for viral transm ssion to provide
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1 t hat ?
2 DR. TOMBIN: Thank you. Yes. The report
3 isn't due until 2021.
4 DR. MJURPHY: Better tell sonebody el se.
5 (Laughter.)
6 DR TOMBIN: Yes, we're all in the sanme boat
7 t here.
8 DR MJURPHY: Yes.
9 DR TOMBIN. But | think just the idea that we

10 want to know that it's under way, because of course it's
11 now -- | guess it was 2009 that that was recommended. |
12 woul d just |Iike a progress report knowi ng that everybody
13 is aware, because | don't want 2020 to éhow up and

14 everybody says: Oh, gosh, we forgot to do that. Not

15 t hat you woul d.

16 DR. MJURPHY: Thank you. | just wanted to

17 clarify that.

18 Then the second has to do with the use of the
19 product when it's going to be ground up and used with a
20 Gtube; is that correct? So that you want us to address
21 potentially wordi ng about adequate vol ume of |iquid?

22 DR. TOMBIN. Exactly. The exact wording in
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1 t he docunent that | got is that "Capsules can be

2 difficult to adm nister to a young child. Even if they
3 can be opened and the beads adm nistered with water or

4 appl e sauce, the issue of giving enough liquid to aid in
5 swal |l owi ng can still be difficult for the caregiver.

6 Al t hough the sponsor does not recommend crushing the

7 pel l ets due to oral nucosal irritation and possible |oss
8 of enzyne potency, the use of a gastro tube would be the
9 correct choice in the case of swallowing difficulty and

10 woul d make these concerns less likely an issue."

11 So the issue of volunme | think also conmes up
12 in this same regard, the volune that it's diluted into.
13 DR. MJURPHY: Ckay. Thank youf

14 DR WARD: Can | ask for a clarification of

15 what you nean by a gastro tube? Do you nean a

16 gastrostony or an oral gastric tube?

17 DR TOMBIN: | think they probably nean an

18 oral gastric tube. | can't imagine a gastrostony is

19 what they meant.

20 CHAI RMAN ROSENTHAL: |'m going to ask that the
21 di scussi on take place between the designated revi ewer

22 and the agency for this part of the neeting.
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1 Yes?
2 DR. HAUSMAN: Et han Hausman. | just want to
3 clarify. | have the Creon |abel up and it specifically
4 says "Do not crush or chew capsules or contents.” There
5 are provisions for opening capsules. | want to nake

6 sure what we're tal king about here. Do you in fact nean
7 a provision for opening up capsules and sprinkling on
8 whatever internal contents?
9 DR. TOMBIN:. | think some of these actually
10 can be given in apple sauce for children who are too

11 young to be able to swall ow t hose.

12 DR. HAUSMAN:. That's correct. That's ny
13 understanding as well. | was just specifically zeroing
14 in on "crush" because these nedicines, while they can be

15 opened and sprinkled and put in apple sauce, they're not

16 supposed to be crushed. Actually, it's reflected in the

17 | abeling, for reasons that you described about the
18 irritation.
19 DR MJRPHY: | think what you're picking up is

20 maybe | misstated: that they are not to be ground,
21 right, but they're to be put into some other product.

22 But the point, his point, is that he'd Iike sone
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1 addi ti onal wordi ng about vol une.
2 DR. TOMBIN  Precisely.
3 DR MJRPHY: Ckay.
4 CHAI RVAN ROSENTHAL: Just a point of process.
5 Then | just want to be clear. Dr. Towbin, for each of

6 t hese agents you're recommendi ng that the agency return
7 to routine nmonitoring, but will you just state each one
8 so that we have that in the record, that that's your

9 reconmmendati on for each one?

10 DR TOMBIN. O course. So this would apply
11 to Creon, Zenpep, and Pancreaze. Thank you.

12 CHAI RMAN  ROSENTHAL : Ckay. What is the

13 desi gnated reviewer for Mrena? Dr. \Wagener.

14 M RENA ABBREVI ATED REVI EW
15 DR. WAGENER: Jeff Wagener. | was reviewer
16 for Mrena, which is a levonorgestrel intrauterine

17 system After reviewing the six different pieces of
18 i nformation provided by the FDA, including the pediatric
19 post - mar keti ng adverse event review of 21 Septenber 2011
20 and the drug use review of 11 Novenber 2011, | agree
21 with the FDA's assessnment of no new pediatric safety

22 i ssues.
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1 O interest, this is wused less than one

N

percent of the tinme in children, 99 percent of the tine
in the adult age group. And the adverse events in

children were identical to those that are seen in the

W

5 ol der patient population, and it thus seenms to have no
6 added safety problens in children.
7 So as such | recommend that M rena be returned
8 to routine nonitoring.
9 DR. MJRPHY: Thank you.
10 Anybody from FDA have any questions, which |
11 shoul d have asked earlier?
12 CHAl RVAN ROSENTHAL: So I'll ask. Any
13 questions fromthe agency for any of thé desi gnat ed
14 reviewers for the abbreviated review products today?
15 (No response.)
16 DR MJRPHY: | just wanted to thank them for
17 the extra tine that they took to go through. For a very
18 brief process, | know you have to go through everything
19 just as though it weren't going to be brief, and we do
20 appreciate your willingness to do that and to nake a
21 reconmendati on to us.

22
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1 CLOSI NG REMARKS
2 CHAl RVAN ROSENTHAL: So now it's tinme for
3 closing remarks. Wuld you like to make cl osing remarks
4 or would you just like me to sound the bell?
5 DR MJRPHY: Well, tomorrow is a new set of

6 products. So tonorrow are biologics. W're going to do
7 vaccines and for the conmttee nenbers who have been
8 oriented to vaccines -- there is the process we try to
9 work with our CEBR colleagues to utilize the information
10 t hey already have. W won't have another training
11 session tonorrow for everybody else, but | think nost
12 pedi atricians are aware of the fact that vacci nes go
13 t hrough a process with a vaccine connittée and with the
14 CDC. So we try to utilize that material that's being
15 generated for our reviews that we provide you, yet
16 foll ow a sonewhat simlar approach. So for the rest
17 of the commttee that's not used to it, it nmay be
18 slightly -- those products will be slightly different in
19 sone of the reports.
20 Then tonorrow we will al so have a presentation
21 fromboth NICHD and our chemists. And don't worry, it's

22 not going to put you to sleep. | think it's actually
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1 quite interesting and it has to do with what the agency

2 and NICHD are doing to try to solve the probl em of
3 formulations for children. W now have up on the web
4 the fornulations platformand they're going to talk to

5 you a little bit about what those issues are and how

6 they're trying to approach this.

7 It's really an information session for you,

8 because if you're on the cormittee we do try to provide

9 you sonething different, that you m ght not experience
10 anywhere else. So this is one of our efforts to give

11 you sone information on fornul ations.

12 Do you have anything, Lisa or Judith or Ethan?
13 (No response.)
14 DR MJURPHY: Thank you all and see you

15 t onmor r ow.

16 CHAl RVAN ROSENTHAL: There was sone conf usion
17 on sone of the agendas that went out, but the correct
18 time for us to reassenble is 9:00 o' clock. 9:00

19 o' cl ock

20 Oh, and Wlt's reminding nme to rem nd you

21 Pl ease don't discuss the matters in the nmeeting outside

22 of the neeting context.
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1 Thank you all very rmuch for your participation
2 today. W had sone really good di scussions.
(Whereupon, at 4:22 p.m, the neeting was

3
4 adj our ned.)
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