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P-ROGCGEEDI-NGS
(8:14 a.m)
ACTI NG CHAI RVAN KATZ: Good norning. Can
everybody hear?

I'd like to call the neeting to order.

|'"d like to thank everybody for com ng. M/ nane is
Nat hani el Kat z. "Il be chairing the neeting this
nor ni ng.

This is the Anesthetic and Life Support
Drugs Advisory Conmmittee neeting. The topic for the
next two days will be opioids. So if you're in the
w ong place, you can nmake yourself aware of that right
NOW.

Let me begin by again thanking all of you
for comng and thanking the folks at the FDA for
inviting nme to participate in this meeting.

Wat |'Il be doing first is 1'll begin
with a few nonents of introductory conments to try to
set a context for today's neeting.

The subject as you all know is opioids,
and I'd like to just take a nonment and provide a
hi storical context for the discussions that we'll be
havi ng over the next two days.

As many of you may know, opioids have been

used for therapeutic purposes for a long, long tine.
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The first reports that we have of the use of opioids
come fromactually the first historical witings which
were from ancient Suneria in about 4000 B.C, and
there were clear-cut witings then about t he
t herapeuti c of opioids.

And we have awareness of the wuse of
opi oids from nost cultures since that tine. Al r eady
in about 300 B.C., there was a vociferous argunent
going on in the literature where sonme people were
saying, sonme physicians were saying that opioids
should never be used because of their horrible side
effects and conplications, whereas others, including
Galen in the 2nd Century A . D., decided that opioids
shoul d be used for everything because they cure all
il nesses.

And since that tinme up until the present
day, we've seen that the discussions of opioids have
typically been framed in that context, where people
have taken either one dranmatic view or another one and
have sort of shouted at each ot her over these gulfs.

And that applies up until the present day,
| think, in the year 2002. Today | think we have an
opportunity to start to discuss these issues in a
different way in that we can actually in one of the

few occasions in history start to have a rational
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di scussion where we all try to understand differing
poi nts of view and get themall on the table so that
we can inform each other and understand the issues
rather than just shouting from our positions, and so
that we don't take the risk of being like the blind
men feeling the elephant where the one on the tail
thinks that he's feeling a rope and the one on the |eg
thinks that it's a tree, and all of them suffering
because they don't really see the whole picture. They
just know what their one little part is.

So today and tonorrow what we're going to
try to do is understand the whol e picture.

So with that context, 1'd like to set
forth what the goals of the neeting are for the next
two days, which are to share ideas about opioids with
each ot her, exchange information, synthesize the whole
picture for ourselves, help inform this division of
t he FDA about these issues.

What we're not going to be doing over the
next two days or what the goals are not are
necessarily to cone to any consensus or agreement on
some of the mmjor issues. I think it will be enough
if we can sinply inform each other and understand
t hese i ssues better.

The goal of this neeting is not to take
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any particular drugs off the market. It's not to
focus on any specific drugs. W're trying to deal
with the opioids as a class since they all share very
simlar properties; not to focus on any particular
menbers of that class. W're not going to try to cone
up with any black and white prescriptions for what

anybody ought or ought not to do about sone of the

issues that we'll be discussing today, but to really
try to bring all of these issues to light and
understand them better, and I'lIl ook forward to the

help and support of the Advisory Committee in
achieving the goals of getting all of these issues on
t he t abl ed wi t hout necessarily bei ng overly
prescriptive if it's premature to do so.

So those are our goals, and | | ook forward
to everybody's support in achieving those goals.
There are a few housekeeping rules that I'll want to
mention to help us achieve those goals. MW nain role
will be to nmake sure that everybody gets heard today
in the light of getting all of this information out
there on the table.

And so in order to do that, we're all
going to have to stay on tinme. So I'mgoing to be the
big, bad guy that's rude and obnoxious when people

spill over their allotted tine. That wll be
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particularly inportant for the public speakers.

W have a very packed agenda today. There
were a huge nunber of pieces of information received
for this neeting. The last count that | heard is that
there were over 1,600 subm ssions of opinions to this
neeting. Wen | asked how many nore that is than one
usually gets at a neeting like this, the answer was,
oh, about 1,500 nore than we usually get.

(Laughter.)

ACTI NG CHAl RVAN KATZ: So | guess there
was a |lot of excitenent about this issue. So it's
going to be very inportant for people to stay within
their focus and within their allotted tine, and 1'l|
deal nore with that |ater.

So I'll be the rude guy, and I'll ask for
everybody's forgiveness in advance if | cut off your
m cr ophone or do sonet hi ng obnoxi ous |ike that so that
everyone can have their opinions heard.

Wth that, 1'Il introduce Kinberly Topper,
the Executive Secretary of the commttee, who wll
read the conflict of interest statenent.

IVB. TOPPER: The Food and Dr ug
Adm nistration has prepared general nmatters waivers
for the following individual speci al gover nnent

enpl oyees: M chael Ashburn, Janice Bitetti, Richard
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Gorman, Eric Hol nboe, Terese Horl ocker, Mtchell WMax,

Laura McN cholas, Wnston Parris, Marcus Reidenburg,
Richard Smley, Joseph Tobin, Nathaniel Katz, Llyn
Ll oyd, Maria Connolly and Amanda Carlisle, who are
attendi ng today's neeti ng.

The committee will neet in open session to
discuss the nedical use of opioid analgesics in
various patient popul ations, including pediatric
patients and patients with chroni c pai n of
nonmal i gnant etiology, as well as the risk-to-benefit
ratio of extending opiate treatnent into these

popul ati ons.

The conmttee will also discuss concerns
regarding the abuse potential, di ver si on, and
i ncreasing i nci dence of addi ction to opi at e

anal gesics, especially to the nodified rel ease opiate
anal gesi cs.

The FDA is in the process of amending its
policy concerning disclosure of financial interests to
give rise to waivers for participation in nmeetings in
whi ch particular products are at issue. Unlike issues
before conmmttee on which a particular product is
di scussed, the issues of broad applicability, such as
the topic of today's neeting, involve many industria

sponsors and academ c institutions.
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The conmttee nenbers have been screened
for their financial interests as they nmay apply to the
general topic at hand. However, because of general
topics’ inmpact on so many institutions, it's not
prudent to recite all potential conflicts of interest
as they apply to each nenber.

FDA acknowl edges that there may be
potential conflicts of interest, but because of the
general nature of the discussion before the comttee,
t hese potential conflicts are mtigated.

Should the discussion turn to issues
related to a specific party matter, the Chair of the
committee will either termnate the proceedings or
redirect the discussion only to matters of general
i nterest.

Wth respect to invited guests, the
following are reported interests which we believe
should be made public to allow the participants to
obj ectively evaluate their conments.

Dr. Janmes Anthony serves as a researcher
and has contacts and grants from N DA, N M, NA
CSAT, CSAP, and N J. In addition, in the past, Dr.
Ant hony has given a talk for Purdue Pharma and has
served as a scientific advisor for Star Scientific.

Dr. Steven Passik is a researcher on
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contracts and grants from Eli Lilly, Janssen, Otho
Bi ot ech, Oganon, and Pfizer. He consults for Eli
Lilly, Janssen, Otho Biotech. Additionally, he's the
scientific advisor to Eli Lilly, Janssen and Adol or.
He receives speaker fees from Ei Lilly, Janssen,
Otho Biotech, O ganon, Pfizer, Purdue Pharna,
Roxanne, and Knol | .

Dr. Richard Roberts 1is a scientific
advisor to Pharnmacia's Detro d obal Advisory Board and
the Pfizer/Pharmacia Bextra Primary Care Advisory
Boar d.

Dr. Charles Schuster has consulted for
Al za Corporation in the past.

Dr. Neil Schechter served on Astra-
Zeneca's Speaker Bureau.

Dr. Mark Schreiner is a Mdical Director
for Children's dinical Research Institute, AFSA
(phonetic), and he's involved in clinical trials
sponsored by Baxter Pharmaceutical, Sanofi Synthel abo,
Novartis, Purdue Pharma, L.P., King Pharmaceuticals,
Abbott and d axo SmithKline. He receives no direct
conmpensation for the pharnmaceutical sponsors.

Dr. Kathleen Foley in the past ten years
has consulted wth of the conpanies that nake

anal gesi ¢ drugs. In the past year she's worked with
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Pur due Pharma, Janssen, Knoll, and Abbott.

She is also on the Speaker's Bureau for
Purdue Pharma, Knoll, and Janssen. Additionally she
is a Scientific Advisory for the American Pain
Foundat i on.

Dr. Russell Portenoy has constituencies
with Merck, Ligand, and AKkros. He is also on the
Speakers Bureau for Purdue Pharma and Janssen.

Dr. Portenoy also serves as Scientific
Advi sor for C ma  Pharmaceutical s, Direct, and
Chrysalis. Additionally, he reports involvenents on
contracts and grants wth Parke-Davis, Boehringer
| ngel hei m El an, Otho Biotech, Endo, Anet ek,
Medtronic, Purdue Pharma, Pfizer, Janssen, Abbott,
Curatech, Otho-MNeil, Elon, Pfizer, and Searle.

In addition, we'd like to disclose that
Dr. Charles MlLeskey is participating in this neeting
as our industry representative acting on behalf of
regul ated industry. As such he has not been screened
for any conflicts of interest.

In the event that any discussions involve
any other products or firms not already on the agenda
for which FDA participant has a financial interest,
the participants are aware of the need to exclude

t hensel ves from such involvenent and their exclusion
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wi Il be noted for the record.

ACTING CHAIRVAN KATZ: Thank  you,
Ki nberly.

Wat 1'd like to do now is to do
introductions. 1'd like to go around the table and to

have everybody on the conmttee and invited guests
take a nonent to introduce thenselves, tell us who you
are and what you do.

Wy don't we start at that end of the

tabl e, please?

DR. KWEDER: Good norning, everyone. [|I'm
Sandra Kweder. |I'mthe Director of the Ofice of Drug
Evaluation |1 at FDA What that neans is ny office

oversees the work of the Anesthetics, Critical Care
Life Support Division, as well as several others.

DR RAPPAPORT: Good norni ng. " m Bob
Rappaport . |'"m the Deputy Division Director of the
Division of Anesthetics, Citical Care and Addiction
Drug Products at the FDA

DR, Dal PAN: Good nor ni ng. l|"m Cerald
Dal Pan. I'm a nedical reviewer in the D vision of
Anesthetics, Citical Care and Addiction Drug Products
at FDA.

DR MAX: M nane is Mtchell Max. 1'm a

neurol ogist, and | do chronic pain clinical trials at
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the National Institutes of Health and the Dental

I nstitute.

DR LLOYD: I"m Llyn LIoyd. |'m the
Executive Director of the Arizona State Board of
Phar macy.

DR RElI DENBURG " m Marcus Rei denburg.
I"m an internist and pharmacologist, head of the
Division of dinical Pharmacology at Cornell Medical
Col | ege.

DR HOLMBCE: [''m Eric Hol nboe. I'm a
general internist fromYale University.

DR. ASHBURN. M nane is M chael Ashburn.

I"'mthe Director of Pain Prograns at the University

of Uah and at Primary Children's Medical Center in
Salt Lake Gity.

DR. McNI CHOLAS: Good norning. M nane is

Laura McN chol as. I'm from the University of
Pennsylvania in the Philadelphia VA I'm a
psychi atri st specializing in the treatnent of

subst ance abuse.

DR HORLOCKER: |'m Terese Horl ocker from
the Mayo Cinic. [|I'malso Vice President of American
Soci ety of Regional Anesthesia and Pain Medi cine.

DR SM LEY: Good norni ng. I'"'m Rich

Smley, Director of CObstetric Anesthesia at Col unbia

SAG CORP
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Uni versity.
DR ROBIN. Good norning. |'m Joe Tobin.
I"'m a pediatric anesthesiologist and intensive care
speci al i st at Wake Forest University.

ACTI NG CHAI RVAN KATZ: As | said earlier,
nmy nane is Nathaniel Katz. |1'ma neurologist. | run
the Pain dinical Trial Center at Brigham Wnen's
Hospital in Boston, and for nmany years | ran the Pain
and Synptom Managenent Program at the Dana Farber
Cancer Institute at Brigham Wnen's Hospital in
Boston, as well.

DR CARLI SLE: Good norni ng. " m Sue
Carli sl e. I am an anesthesiol ogist and intensivist
and Chief of Anesthesia at San Francisco Ceneral

Hospital in San Franci sco.

DR PARRI S: Good norni ng. ["'m Wnston
Parris. I'"'m a pain consultant at the Tanpa Pain
Rel i ef Cent er and clinical pr of essor of

anest hesi ol ogy, University of South Florida in Tanpa.
DR BITETTI: And |I'mJanice Bitetti. 1I'm
an anesthesiol ogist/intensivist at George Wshington
Uni versity here in Washington, D.C.
DR. McLESKEY: Charlie MlLeskey, an
anest hesi ol ogi st by training. | work at Abbott Labs

and serving as industry consultant to the commttee.
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MR BLOOM M nanme is Jeff Bloom and I'm

aretired AIDS patient advocate since 1994. | retired
with conmplications from nyelopathy, and since 1994
|"ve been an AIDS patient advocate volunteer in
Washi ngton, D.C

DR PORTENOY: "' m Russ Portenoy. l'"'m a
neurol ogist, and |I'm Chairman of the Departnent of
Pain Medicine and Palliative Care at the Beth |srael
Medi cal Center in new York.

DR ROBERTS: Good nor ni ng. |"m Richard
Roberts. I'"m a sinple country doctor in Belleville,
Wsconsin, where |I'ma professor of fam |y nedicine at
the University of Wsconsin.

DR SCHREINER |'m Mark Schreiner. [|I'ma
pedi atric anesthesiologist at the Children's Hospital
of Philadelphia, and |I'm the Medical D rector for
Children's Cdinical Research Institute.

DR, ANTHONY: Good nor ni ng. ["m Jim
Anthony. |I'm a professor at Johns Hopkins, Bl oonberg
School of Public Health and School of Medicine, I
direct a drug dependence epi dem ol ogy training program
and am an epi dem ol ogi st.

DR. SCHUSTER: M/ nane is Charles
Schuster. |I'm professor of psychiatry and behavi oral

neurosciences and the Director of the Addiction
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Research Institute at WAayne State University.

DR FOLEY: I"m Kathy Foley. I"'m a
neuroncol ogist at Menorial Sloan Kettering Cancer
Center, and | direct a project on "Death in Anerica"
to inprove the care of the dying, and I am an expert
consultant to the WHO for developing initiatives in
drug availability in developing countries for the
treatment of cancer and aids.

DR LEVY: Good norning. M/ nane is Bruce
Levy. In ny prior |ife I was an anesthesiol ogi st and
a pain specialist, but since 1993 I"'ma regulator, and
| was Executive Director of the Texas State Board of
Medi cal Exam ners for eight years. In the past year
until a few nonths ago, | was a Deputy Executive Vice
President of the Federation of State Medical Boards of
the United States.

DR, FRI EDVAN: Good norni ng. M/ nane is
Debra Friedman. I'm a pediatric oncologist at
Children's Hospital and Regional Medical Center in
Seattle, Washington, and |'m also a nenber of the End
of Life Task Force for the Children's Oncol ogy G oup

ACTI NG CHAI RVAN KATZ: Thank you very
nmuch, everybody.

Wth that 1'd like to reintroduce Dr. Bob

Rappaport, who is Deputy Director of the D vision of

SAG CORP
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Anesthetic Critical Care and Addiction and Drug

Pr oduct s, who wll deliver sonme welcomng and

i ntroductory coments.

DR RAPPAPCRT: Dr. Katz -- can you hear
me? -- Dr. Katz, nenbers of the conmttee, |adies and
gentlenen, |I'd like to thank you for joining us here
today to participate in what we hope wll be an

educational and enlightening experience for all of us.

The cover nmeno that Dr. MCorm ck included
in the front of our briefing materials eloquently
addressed the purpose of this tw day neeting.
Unfortunately Dr. McCormck is not going to be able to
participate in this neeting due to a nmedi cal problem

So I'"'mgoing to read from her nmeno sone of
the words with which I think she had hoped to unify
our sense of purpose in this room

This year begins the decade of pain.
After a long struggle to raise pain managenent to a
new | evel of inportance anong nedical specialties and
to begin to renove sonme of the stigmata associ ated
with pain therapies, particularly the opioids, pain
managenent will certain gain greater visibility in the

next ten years.

Pai n managenent gui del i nes are
proliferating. Many states have adopted | egislation
SAG CORP
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to insure that quality of life and pain relief are
taken into full consideration in the termnally ill
patient.

There are many chall enges ahead, and we
have a great opportunity to continue this effort in a
studi ed and responsi bl e way.

There are newer and nore elegant opioid
formul ati ons and drug delivery systens on the narket
and in the developnent pipeline. These have the
ability to provide opiates to the patient in nore
conveni ent, pal atable, and effective ways.

The awareness of the inportance of good
pai n managenent has nmade its way into new popul ati ons,
such as the pediatric treatnent conmunity. In spite
of the difficulties in characterizing pain in the
child and the infant and in conducting adequate
clinical studies to assess proper dosing, the FDA wll
invite discussion about the unmet needs in this age
group, the kinds of delivery systens and agents that
m ght be appropriate at various ages, the risks of
having these nedications in the honme where snal
children may have access, and how these risks should
be communi cat ed and nanaged.

Qur hope for this neeting is that you as

the experts in pain nmanagenment and addiction treatnent
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will provide the agency your views on what is need in
the arena of drug devel opnent and risk managenent. |t
is our hope that you will bring the FDA up to date on
your views regarding the unnmet needs of the pain
community and assist the FDA in thinking about ways in
which we can carry out our mssion responsibly wth
solid prograns to develop good drugs while managi ng
the risks associated with them always keeping in
bal ance the needs of the public.

Thank you.

ACTI NG CHAI RVAN KATZ: Thank vyou, Dr.
Rappaport .

Wiat we'll do nowis we'll proceed to the
public speaker portion of our agenda. | do want to go
over a few housekeeping rules with our public speakers

to nmake sure that everybody gets heard in a reasonable

way.

Everybody from the public has three
mnutes to speak. There will be a light on, a yellow
light for -- I"msorry -- a green light for the first

two mnutes, and then a yellow light for your third
m nute, and then once that third mnute is up, there
will be a red light, and | understand also a very
obnoxi ous buzzer wll go off at that point in tine,

and then we can even cut off your mcrophone if you're
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still speaking beyond that point. Hopeful |y that

won't be an issue.

And then we have even worse punishnents
for you after that that I'mnot privileged to divul ge
at this point in tine.

(Laughter.)

ACTI NG CHAl RVAN KATZ: So there is a |ist
of all speakers that everybody should have. So if you
see that you're up next and you' re on deck, go sit in
one of those speaker ready chairs, and there are sone
folks fromthe FDA who will help chaperon you to the
right place so that we don't waste a lot of tine
bl underi ng back and forth.

Now, all of the public speakers, you need
to begin with your disclosure. So if there are any
potential conflicts that you think people ought to be
aware of, please lay those out right up front.
Anybody funded your trip down here, any financial
rel ati onship you have, research relationships, if you
bel ong to an organization that's funded by anybody in
particular, please lay that all out right up front.

| f you have no such disclosures, just say,
"I have no disclosures.” And if you begin your
di scussion wthout a disclosure statenent, 1" 11

probably rudely interrupt you and remnd you that we
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need to hear that. And we do appreciate that.

There have been two cancel |l ations fromthe
original list that we had. So there will be two fol ks
who will be able to be popped in fromthe top of the
waiting |ist. That will be Dr. Babul today and Dr.
Van Zee tonorrow. You'll be at the end of all of the
regul ar speakers for today.

So with that, why don't we proceed?

MR A GI1G Thank you.

I"m John Gglio, the Executive D rector
Anerican Pain Foundati on.

We have received unrestricted grants from
several pharnaceutical conpanies, sonme of whom mnake
opi oids, including Purdue Pharna. W also receive
funds from nonprofit foundations and many i ndivi dual s.

Qur single largest grant was from an individual who
died in serious pain.

In our last fiscal year, we received
approxi mately 60 percent of our wunrestricted funds
fromindustry. Purdue did not ask us to testify.

W are a national nonprofit that supports
people with pain through information, education, and
advocacy, including a Wb site and a toll free nunber.

In the last year we've |ogged several thousand calls

from consuners.
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W're the largest nonprofit representing
the interests of consunmers with pain, and our goal is
to help people with pain get the care they need.

We're deeply concerned that in an effort
to stop the abuse of Oxycontin, FDA and DEA will take
steps that wll severely hurt consuners who use
opioids for legitimate nmedical purposes. As you know,
for many people with noderate to severe chronic pain,
opi oids are the nost effective treatnent avail abl e and
often the only one.

In the last few nonths, we've received
requests for help from consuners. They' ve doubl ed
nostly as a result of fear from stories generated in
t he nedi a. Many people are telling us that they're
worri ed about being taken off their opioid nedication,
i ncludi ng products than Oxycontin.

O hers have been telling us that doctors
have already done so or reduced their dosage to an
ineffective |evel. Still others have expressed
concerns about becom ng addicted to or even dying from
their prescribed opioid.

On several occasions we have had people
who were literally threatening suicide as they were
speaking to us. Unfortunately nobst of the nedia

reports fail to convey the other side of the story,
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that mllions of people suffer from serious chronic
pain; yet nobst go untreated or under treated,
especially the elder, mnorities, the poor, and
chi l dren.

The fact is when prescribed appropriately
by a physician and taken as directed, opioids are
safe, effective, and rarely lead to addiction. They
give relief and all ow people to resune their |ives.

W recognize that opioids are sonetines
diverted by crimnals and abused by thrill seekers and
people with addictive disorders. W acknow edge that
regulation is needed to mnimze diversion and abuse,
and we agree that those who produce, prescribe, and
di spense opioids nust understand these risks and
comply with all |aws.

Yet even the DEA agrees that we already
have a powerful regulatory schenme to pursue these bad
guys, and we believe that adding new restrictions wll
have the unintended effect of killing the legitinmate
use of opioids. It wll wunravel years of slow
progress that has been nmade in their acceptance by
physi ci ans and the use of patients.

W ask that as regulators you should be
tough in conbatting diversion and abuse, but you nust

do so in a way that doesn't inhibit the legitimte use
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of opi oi ds.

Thank you.

ACTI NG CHAI RVAN KATZ: Thank you very
nmuch. You win an award for not using all of vyour
t hree m nutes.

(Laughter.)

ACTI NG CHAI RVAN KATZ: Next, please.

V5. MUILLI KI N: Good norni ng. M/ nane is
Chris Mullikin, and 1've been a registered nurse for
t he past 38 years.

For the past three years |'ve been
fortunate enough to be an active nenber of the Purdue
Pharma' s National Speakers Bureau, which has afforded
nme the opportunity to provide nuch needed education to
both public and professional groups about the
i nadequat e and i nappropriate pai n nmanagenent.

| entered nursing for the same reasons
that nost of us do: a desire to help our fellow nman
and to advocate for those in need. After many years
in a variety of nursing roles, | find nyself working
in an area of nedicine where the need for patient
advocacy is greater than alnost anywhere else, that
di sci pl i ne bei ng pai n nanagenent .

About 15 years ago, | found nyself in the

unconfortable position of caring for ny nother, who
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was dying of pancreatic cancer. Dealing with the
death of a loved one is traumatic enough w thout
feeling hel pl essness associated with nmy inability to
manage her rapidly increasing pain.

I gquestioned the logic behind her
physi cian's concerns about respiratory depression or
even addi cti on.

After Mom died, | decided to switch ny
career focus to pain managenent. As | said, this was
15 years ago, and there was a l|lot of ignorance and
m sunder st andi ng out there. Educati on about pain
managenent and the wuse of opioid nedication was
practical ly nonexi stent.

Well, we've conme a |long way, or have we?
| now nmanage the Pain Managenent Center at Shore
Menorial Hospital. It's a small health care system on
Maryl and's Eastern Shore. Qur program consists of an
in-patient acute pain nanagenent team and an out-
patient pain center that treats primarily chronic pain
patients.

Patients' statenments such as, "You' ve
given ne ny life back,” and daily hugs are part of our
routine. This patient population is one of the nobst
| abel ed and under treated in the history of medicine.

Pain is described as the universal hunan
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experi ence. It affects all of us at sonme point in
time in sone way. So why do we try to cover it up,
ignore it, or tell our patients just to live with it?

W have the know edge, the nedical
research, and treatnent nodalities to successfully
manage nost pain that our patients can suffer. So
what's stopping us? W have the sane fears and
concerns of 15 years ago. They're still wth us
t oday.

W are allowing the abuse and the
ignorance of the few to affect the potential health
for the many. The restricted use of opioid nedication
in non-cancer pain wll do a disservice to the
popul ation already living with many unfounded fears
and restrictions.

Pl ease do not through m sguided intentions
inhibit the quality of care that we can easily provide
to that popul ation. Renenber the biggest form of drug
abuse today is under treatnent, and this is a crinme
that we can all eradicate.

Thank you for this opportunity to be an
advocate for that population that | serve daily.

ACTI NG CHAI RVAN KATZ: Thank you very
much.

Next pl ease.
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M5. REEVES: My nane is Lorrai ne Reeves,

and |I'm Executive Drector of the Chronic Pain
Advocacy League, and | have no di scl osures.

|'ve al so been coping with nmy own pain for
16 years now. So | understand too well what it's |ike
to try to get treatnent and also to be treated with
respect.

Wiile no one wants to interfere with the
treatnent for those who need it while addressing the
drug problem outdated attitudes and fears are already
doing that. A clinic that did not want to deal wth
the hassles of their patients on opiate therapy dunps
t hem even t hough they previously agreed not to.

A local pharnmacy announced suddenly that
it wuld no longer fill prescriptions for anyone
unless they are wth Hospice. Their | ongst andi ng
clients were left scranbling trying to find their
nmeds.

A doctor, while giving a lecture on pain
managenent, is asked what would she do if one of her
patients |lost a prescription. They could be 1vying.
Wuld she rewite it?

She said, no, they're adults. They'd have
to tough it out for a nonth.

No one would do that to a patient wth
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heart di sease or di abetes.

Anot her woman who has had great success
taki ng Oxycontin, has a career, has a |life because of
the pain relief it affords here, is informed by her
doctor he wants her off of it. There's too nuch nedia
cover age.

This is just a sanpling of what | hear
every day. | get calls from people desperate in need
of pain relief who are struggling to find care and
just want to have a life. M/ own situation, | take
Oxycontin, and without it | would not be here today.
At the very least |I'd be in bed. At the worst, |
don't even want to think about it.

Yet following an interview | did a while

back, the reporter inforned ne that he got a nunber of

calls frompeople who said, "I shouldn't take anything
for ny pain. God gave ne the pain. | should Ilive
withit."

Now, this may sound extrene, but attitudes
like this, that pain won't kill you, it's all in your
head, you're weak if you take sonething, are causing
very serious problens. And now we are caught in the
mddle of a failed drug war, which is actually the
reason for the increase in addiction, not the use of

opi at e t herapy.
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W are fighting for our |ives. Chroni c
pain kills who you are, destroys your self of self
while slowy destroying the body. Don't |let us becone
casualties in a msdirected war.

ACTI NG CHAI RVAN KATZ: Thank you very
much.

V5. KOWAL: My name is Nancy Kowal . "' m
i medi ate past President of the American Society of
Pai n Managenent Nurses, and | stand before you today
as not only a patient advocate because the nursing
component of who | am says that | nust be, but also
for my patients that | care for on a daily basis.

I do do | ecturing for mul tiple
pharmaceutical conpanies, and | also have been
involved in research projects through professiona
venues in university settings.

Today | wish to nake a statenent for ny
patients and as a representative for pain managenent
nursing. To insure that the 21st Century provides a
healthier quality of life regarding pain managenent
issues, let us stop as professionals and reflect on
the health care issues surrounding inadequate pain
managenent .

The ASPMN organi zation has always fully

supported education and clinical expertise in pain
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managenent . Grave concerns have surfaced regarding
the recent negative discussion resounding around the
utilization of opioid analgesics in all patient
popul ati ons. Many popul ations are at risk currently
for the non-treatnent of pain.

If pain nmanagenent's use of opioids
becones crimnalized in the public's eye, further
barriers to pain treatment will occur. The continued
di scussion  of abuse potential, di ver si on, and
addiction, as well as the politicizing of quality pain
managenent can only prove detrinental to the clinica
out conmes of our patients.

As imredi ate past Pr esi dent of the
American Society of Pain Mnagenent Nurses, | stand
for education, for research, for standards, and nost
of all for patient advocacy. The organi zation
encourages and supports the systematic study of pain,
along with evaluation of clinical care and research.

Built into this mssion is the ultimte
responsibility to speak for pain nanagenent as a
profession publicly and in the governnent forum | f
routine practice does not neet the patient's needs,
then we are responsible to change the practice. The
m ssion of ASPMN is to pronote and provide optinm

care to pain patients, including the managenent of its
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sequel ae.

This includes the option of opi oi d
analgesic based on a quality pain assessnent, an
appropriate eval uation of outcone, the risk-to-benefit
ratio of providing opioid analgesia to all patients
nmust be determined with a picture of the patient in
m nd.

As a professional organization, quality of
life and patient outconmes are our Kkey concern. W
nmust advocate for those that are too weak and
debilitated to speak for thenselves. Hear the plea of
pain professionals and the patients who surround them
dai ly. As the issue of opioid analgesic use is
eval uated and di scussed --

ACTI NG CHAI RVAN KATZ: " m sorry. Coul d
you close your conmments? Your three mnutes are
fini shed.

Sorry.

M5. KOML: Yes. Comon goal s and process
nmust be established with pain clinicians to provide
t he best outcones for our one focus, the patients.

Thank you.

ACTI NG CHAI RVAN KATZ: Thank you very
much.

Next speaker, please.
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IVB. CUSI MANO M/ nane is Cheryl

Cusi mano, and | am a pain managenent nurse. | take
care of chronic nonmalignant pain patients.

I am speaking today, a pain nurse
clinician, as an advocate for free choice of 1ong
acting opiates in an equal position anongst all of the
treatnents for pain managenent. W now have drugs
that for both the long term and short term can both
relieve pain and mai ntain function.

Al though these drugs are potentially
addicting, this represents, in fact, a very narrow
view of the situation. If you were a diabetic on
insulin as a nodel for prescribing, you can see how a
patient can be adjusted safely on a very dangerous
drug. Pain prescribing should be no different.

Carrying a patient on an opi ate nedi cation
is guided by clinical skills and not fear. Just as
with the insulin, we adjust the doses and we docunent
responses. In the end, everything relies on know ng
and follow ng the patient.

| am the nursing specialist for a chronic
pai n service which has functioned continually for over
23 years. CQur care of patients, including opiates, as
wel |l as other nodalities, follow guidelines and goal s

based on successful outcome studies. Al t hough we
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stabilize patients on opiates, nmany of them are able
to transfer to alternative therapies. Wen we decide
to use a long-term opiate, we have an up front
agreenent with our patients about goals and ending
poi nt s.

| f we encounter opiate abuse by a patient,
then we treat this as a problemin its own right, but
this situation is rare given our guidelines.

Since there is proper technology for the
use of opiates, we nust not withhold this choice for
this care. The policies and guidelines for a proper
practice may be the same as those for any other
danger ous drug.

As Anericans conmtted to patients
rights, we nust not discrimnate. Decisions are nade
on our skills and our patients' needs without threats
or fears of policies that are too rigid or the abuse
problens of a small but very visible subgroup of
patients.

Al of us who are clinicians and policy
makers are wal king the sanme tightrope. W all need to
focus on education and guidelines for proper practice.

W should not fool ourselves. There will always be
unskilled and m sbehaving clinicians, just as there

are abusing and even crimnal patients.
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The policies and disciplinary actions for
violations should follow a parallel but separate
agenda under public law and policy making. At all
costs we nust devel op regulations to protect and guide
the skilled and the honest efforts of good clinicians
and the proper needs of our patients.

Thank you.

ACTI NG CHAI RVAN KATZ: Thank you.

Next speaker, please.

M5. GARRETT: M/ nane is Rhonda Garrett,
and I'm here representing the Interstitial Cystitis
Associ ati on.

The 1CA is a nonprofit, voluntary health
organi zation that receives funding in part from the
pharmaceutical industry via educational grants to
support prograns and services for |IC patients.

Interstitial cystitis, knowmn as IC is a
nonmal i gnant, chronic inflammtory disease of the
bl adder that causes severe pelvic pain, urinary
urgency and frequency, up to every 20 m nutes both day
and night. The cause is unknown, and there are no
uniformy effective treatnents.

A diagnosis of 1Cis nmade on the basis of
symptons and the absence of other definable causes,

such as infection or bladder cancer. At the present
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time there's no specific diagnostic test for IC

Approximately one mllion people in the
US  suffer from IC an incidence simlar to
Par ki nson' s di sease. Epi dem ol ogi cal studies revea
that it takes an average five to seven years to get
di agnosed, and sonetinmes even | onger.

The quality of life for IC patients has
been shown to be worse than that of patients
undergoi ng dialysis for end stage renal disease.

Economc inmpact 1is estimted at 1.7
billion per year

Sui ci des occur every year because patients
are left in severe pain with nowhere to turn to for
hel p. Because physicians are often not famliar with
the condition, patients are frequently told that their
synmptons are all in their heads or caused by stress,
thereby mnimzing or invalidating the patient and
compoundi ng an al ready devastating condition.

Opi 0i ds are an absol ute necessity for nany
patients with IC particularly for those who do not
respond to any of the available treatnents. For IC
patients it can nmean the difference between life and
deat h.

| am an |1C patient currently on NS

continin, and it has given nme the opportunity to comne
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here today.

pi oids, when used appropriately, rarely
cause dependency. Addicts wuse pain nedication to
escape life while people in chronic pain use pain
nmedi cations to get their |ives back.

While preparing for this testinony, we
received the following E-mail from an IC patients.

“I"'mhaving a very hard tine finding a urol ogist that

understands IC. |I'min constant chronic severe pain,
and every doctor | see seens to be afraid to give ne
the pain nedication | need for fear of dependency

problens. What they don't understand is that ny life
can be no worse than it is now | amunable to |eave
the house and am struggling wth severe pain,
hopel essness, and depression. Please help ne."

Wen we contacted this patient to offer
our help and support, we also asked her permission to
present her poignant statenent at this neeting today,
and this was her response.

"You have ny permission if it is at all
necessary to use ny nane. I'"m not ashanmed of this
di sease. It is the medical profession that should be
ashanmed of thensel ves."

Physicians confronted wth patients in

severe pain due to IC often ask thenselves whether
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this patient should receive treatnment for their pain.
Per haps the question should be why should this person
be left in pain.

Thank you.

ACTI NG CHAI RVAN KATZ:  Thank you.

Next, pl ease.

DR, SWERDLOW  Good norning. | represent
the Sickle Cell Di sease Advisory Conmttee of the
Nati onal Heart, Lung and Blood Institute at the NIH
This committee includes ten outside experts plus
governnental representatives to provide policy advice
to the NHLBI.

Sickle cell disease is characterized by
intermttent, unpr edi ct abl e epi sodes of severe
di sabling pain beginning early in childhood. Many
pati ents devel op chronic pain. Those with very mld
di sease may have efficacy from non-opioids, but the
vast mpjority of patients require opioid therapy to
control their acute and chronic pain.

The pain of sickle cell may well be
different from other pain states in that it is quite
severe, unpredictably intermttent, involves both
acute and chronic pain, and begins early in chil dhood,
possi bly altering pain sensations and coping skills.

Patient are routinely accused of being
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addicted to opioids. Subst ance abuse behaviors may
just be desperate attenpts to get badly needed
opi oi ds. Many patients require extraordinary doses
for pain control, which is a |ong considered addiction
by many physi ci ans. The average dose of long acting
opi oid upon discharge from our hospital for a pain
epi sode is one gram of norphine equivalent per 24
hour s.

The nore tolerant patients require doses
over ten grans of norphine equivalent for 24 hours.
Lack of stronger dosage fornms can be a nmajor
i nconveni ence when patients have to literally take ten
to 50 tablets at a tine for a single dose of pain
medi cat i on.

Those who treat sickle cell patients and
the patients thenselves are in a constant battle with
physicians in energency departnents in hospitals, not
to nention pharmacists and insurers, to provide
adequat e anounts of pain nedication.

Current barriers are excessive and often
di scourage or prevent adequate treatnent.

Children over seven can generally learn to

take tablets and use patient controlled analgesia

device as well. The greatest practical difficulty for
pedi atric patients i's findi ng plain opi oi d
SAG CORP
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preparations to avoi d acet am nophen or NSAID toxicity.

Acet am nophen toxicity is the single
greatest substance abuse risk to the sickle cel
popul ati on. Desperate patients wll consune |arge
amount s of conbination nedications if that is all that
i's prescribed.

Additional pure opioid preparations and
dosage strengths woul d be nost hel pful in treatnent of
this di sease

Despite the high dosage requirenents,
opi oid addiction is highly unusual in the sickle cel
popul ati on, possibly because of the great degree and
frequency of pain. W see far nore opioid abuse by
proxy with a parent or housenmate taking the patient's
nmedi cations, but such abuses are wusually easily
detected wth accurate pill counts and frequent
patient visits and review of patient diaries.

Diversion is rare in the adult sickle cel
popul ati on because the patients place such high
i nportance on the nedication for thensel ves.

ACTI NG CHAI RVAN KATZ: Thank vyou, Dr.
Swerdlow. Did you have any discl osures to nake?

DR SWERDLOW The commttee has no
di scl osures. | have been on the Purdue Frederick

Speakers Bureau, but not within the |ast year.
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ACTI NG CHAI RVAN KATZ: Thank you very

much.
Let nme just rem nd the subsequent speakers
to begin with your disclosures, if you don't mnd.
Next, pl ease.
DR HANDEL: Good norning. [It's an honor

to be here on behalf of the Pain and Palliative Care

Service at the NNH | am speaking in the place of Ann
Berger, who is the departnent chair, and | have the
di sclosure that | have in the past been, but am not

currently on the Speakers Bureau for Purdue Frederick

and Janssen Pharnaceuti cal s.

In speaking for our service, | see the
founder of our service, Mtchell Mx, is here and
present, and | wanted to nake a couple of coments

about suffering.

M/ belief is that our service is and has
been founded at the NH specifically to deal wth
suffering of patients on protocols in our institution,
and we have found that there are many sources of
suffering, one of which is fear.

Qur patients conmonly find thenselves in
situations where they have significantly unconfortable
conditions, are under intense therapy, and then find

thenselves in situations where they're going back to
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their comunities to continue trying to live 1in
bet ween their courses of therapy.

Qur patients find that while they nmay have
significant dedication towards confort and increased
quality of life while they're in-patients, they
oftentimes find a very different situation upon
| eaving the institution.

W find that this is, because of a nunber
of different factors, one of which is fear, one of
which is lack of education in the community both in
professionals and in the |ay community.

There are fears about safety and there are
fears about actually accessing the appropriate
medi cat i ons. W have found that there is a pattern
where patients will be calling back on a regular basis
asking if there's a way that we could either I|iaison
with their physicians or their comunity or actually
at tinme talks to their famly.

Qur hope in presenting to you is that
there is a way that you can balance this very
difficult job that you have, the job of assuring
safety for patients who are on these significant
medi cations that are necessary and are inportant for
their quality of life with the opportunity to give

t hem appropri ate access to these nedicati ons.
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And | believe that only in dealing with

both of those sides of this balance wll we stop
dealing with the tail of the comment, the effects of
abuse, and start getting ahead of the coment to maybe
redirect the course towards better care.

Finally, 1 believe that -- and | know I
speak as many of you know about sustained opioids
simply being tools, and that tools can be used or
m sused. W have two popul ati ons using them t hose
that absolutely need them and have to have access and
need to be managed expertly -- we need to assure that
-- and those who msuse. | think we need to address
t hose popul ati ons very separately.

Thank you.

ACTI NG CHAI RVAN KATZ: Thank you very
much.

The next speaker, pl ease.

MR, BROATCH: Good norni ng. My nanme is
Jim Broatch, and |I'm Executive Director of the Reflex
Synpat heti ¢ Dystrophy Syndrone Association of Anerica.

W' re dedicated to pronoting greater awareness of an
encour agi ng research into refl ex synpat heti c
dystrophy, or RSD, also known as conpl ex regional pain
syndr one.

About ten to 15 percent of our budget is
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provided by unrestricted grants from pharnmaceuti cal
medi cal devi ce conpani es.

RSD i's a neur ol ogi cal syndr one
characterized by intense burning pain, pathological
changes in skin and bone, sweating, tissue swelling,
and extrene sensitivity to touch. It generally
results from sonme kind of trauma, and the consequence
pain is much greater than the original injury.

Some patients report that a breeze created
by a ceiling fan causes excruciating pain. A Johns
Hopki ns spokesperson remar ked about RSD severity thus,
“I'f hell were a clinical nedical condition, it m ght
| ook |ike RSD."

Anyone could get it. Most people have it
between 25 and 55. It's nore frequently seen in wonen
t han rmen. The incidence is unknown, but it's
estimated between 1.2 mllion and six mllion
individuals in the US. have it. It could literally
rip your |ife apart, destroying your career, socia
network, finances, marriage, and famly.

|'"m here today to present this conmttee
with hundreds of personal comunications from our
menbers and others in the chronic pain comunity who
are incredibly fearful that the FDA will restrict the

availability of opioids or wthdraw or restrict
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Oxycontin in the market. It's not a farfetched
not i on.

Al ready in a nunber of states Medicaid has
restricted patients’ access to Oxyconti n.
Increasingly we are receiving reports that patients
are switching chronic pain patients from Oxycontins to
often less effective pain killers because of their
fear of increased regulatory scrutiny.

To help chronic pain sufferers in the
medi cal comunity manage the use of opi oi d
pai nkill ers, we have published the opioid contract on
our Wb site. The testinobnies that |I'm presenting to
the commttee are from concerned patients, patients
with RSD, others suffering with chronic pain. They
represent a w de range of educational, socioeconomc
| evel s, including disabled police officers, registered
nurse, truckers, stay at home nons, the fornerly rich,
and t he poor.

Their nessage to the conmittee and to the
FDA is sinple. Using opioids for chronic pain has
i mproved the quality of their lives, although nost are
not working and subsist on sone kind of disability
rel ated conpensati on. Qpi oi ds, especially Oxycontin
have all owed themto be nore productive nmenbers of our

soci ety.
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Donna |saacs, a six year RSD sufferer,
sumarized the current situation well when she wote,
"I take Oxycontin every day for nmy pain. I'mfind it
nore and nore difficult to get ny nedicine because of
all the nedia coverage. |"ve been to at |east four
drug stores that don't carry ny nedication because of
the nedia coverage, and | panic every day | go to get
ny nedicine praying that I'lIl be able on that day to
get it filled. | need ny nedication every day just to
get out of bed."

Thank you.

And |I'm going to present this to the
commttee, and | hope you'll have tine.

ACTI NG CHAI RVAN KATZ: Thank you, sir.

Next, pl ease.

V5. ANDERSON: Good norni ng. M/ nane is
Kat hl een Ander son. I'm the Director of GCovernnenta
Affairs for the American society for RSO CRPS. | have
no di scl osures.

The recent bad press regarding Oxycontin
and the future of opioids is of great concern to the
menbers of the Anmerican Society for RFD and the
community of patients and caregivers we represent.
Ref |l ex synpat hetic dystrophy has one of the highest

chronic pain ratings as indicated on the MG II| pain
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i ndex. Placing additional restrictions on opioid
anal gesics will prolong the suffering of RSD patients.

Presently pain nmanagenent centers are
[imted. Treatnments revolve around nedications,
physi cal therapy, psychol ogical therapy, and invasive
surgi cal procedures. It takes an average of two years
to be diagnosed with reflex synpathetic dystrophy, and
once di agnosed, nost patients nust see an average of
4.5 physicians before their pain is treated.

How much Jlonger wll it take these
patients to get relief if tighter restrictions are
enforced? WII they live that |ong?

Suicide is one of the |eading causes of
death in RSD patients in the United States today
Until nore facilities are established and HMOs cover
their costs, patients will continue to use primry
care doctors and a variety of specialists to obtain
medi cations for pain relief.

Knowi ng these facts, we cannot limt the
di spensi ng of opi oi ds.

| amthe parent of an 18 year old who has
been suffering with reflex synpathetic dystrophy for
the past three years. Do | worry about the effects of
her nedications? Yes, of course | do. But ny worries

about the effects of these drugs are secondary to the
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torture she endures with this illness. The pain is
debilitating and relentless. It is inhumane.

Last week | watched with a broken heart as
ny dear friend buried her 20 vyear old daughter,
Britney MMirty of dastonbury, Connecticut. Her
spirit was nuch stronger than her body after being
ravaged by the pain of the RSD for the past four
years.

Is that the same fate | have to |ook
forward to?

The f eder al gover nnent needs to
appropriate fund to establish multi-disciplinary pain
clinics to insure that RSD and other chronic pain
patients get tinely and proper nedical treatnents. It
woul d eventually allow a mpjority of opioids to be
prescribed from centralized facilities by the pain
experts. These facilities could house training
sem nars to educate the nedical community.

| ask this commttee to rethink the idea
of enforcing additional restrictions on the dispensing
of opioid anal gesics. People in pain are a vul nerabl e
popul ati on. W need to pursue education, awareness,
and research in the area of chronic pain. Until pain
is better understood, we need to place the burden on

those responsible for opioid abuse, not the victins
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t hensel ves.

Thank you.

(Appl ause.)

ACTI NG CHAI RVAN KATZ: Thank you very much
for your comments.

Next pl ease.

M5. MLAUGHLI N: Hi . M/ nanme is Kathy
McLaughlin from Hospice in Northern Virginia. " m
representing the Hospice and Palliative Nurses
Associ ati on Board of Directors today.

The HPNA has received snmall anmounts of
pharmaceutical nonies to assist in publication costs
for clinical publication tools. That's the only thing
| can disclose at this point.

Qur nenbership represents about 4,000
prof essional nurses across the nation, and |I'm a
registered nurse, a nenber of the Hospice and
Palliative Nurses Association, and I'm a Board
certified Hospice palliative nurse.

|"mpresently practicing as the nurse case
manager of children and adult patients and their
famlies in their own homes through the Hospital of
Nort hern Virginia.

Every day thousands of patients wth

unrelieved pain are referred to Hospice or palliative
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care prograns across the nation. Opi at e anal gesi cs
are a critical elenent in the appropriate nanagenent
of pain, especially cancer pain.

Time rel eased opiate anal gesics avail able
in multiple strengths have been the mminstay of nobst
of our prograns. They're prescribed in increasing
anounts because of the sinple reason that they're cost
effective and they worKk.

Unfortunately, though they work well for
adults, the present available fornulations are not
al ways appropriate for children and dying patients.

At present Hospice care providers of at
|east two groups are confronted with the task of
tailoring the adult preparations of the market for
di verse size patients. Calculating initial dosages
are based upon the patient's height, weight, age, and
medi cal status. The doses are then titrated to
pati ent response and by frequent nedical and nursing
assessment .

The concentrated oral solutions are the
easiest to adm nister due to the small vol une needed.

Extrene care in calculating dosage and instruction of
the caregivers is paranount for safe delivery. These
can be admnistered via feeding tube if present, but

nost of our patients don't have that.
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Unfortunately, these preparations are
relatively short acting in duration and require
frequent dosing, a burden to patients' famlies and
caregivers, especially in a home setting.

The long acting tablets are not often the
answer because they can't be crushed, and as we've
seen in the news, it's not a good thing.

The transdermal patch in the long acting,
m croencapsul ated forns are often too high a dosage
for the children in our population, as well as the
very old and sonme of the dying.

| nt ravenous, subcut aneous, and rectal
routes are also other choices for adm nistration, but
need to be used judiciously since they are invasive
and often anxiety provoking for many of the children
and their famlies.

Al of the above-nentioned preparations
have helped nmaintain many children confortably in
their owmn homes wth the support of the Hospice
interdisciplinary team By nmy own practice, it would
seem that a long acting opiate analgesic solution or
suspensi on woul d be extrenely beneficial not just for
infants and children in a population, but for all
t hose who have difficulty swallow ng tabl ets.

And al so the HPNA Board of Directors urges
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very careful consideration surrounding any action that
m ght restrict the availability of opiate anal gesics
and any further action to limt the availability of
opi ate anal gesics either by decreasing production or
require any sort of preaut hori zation for the
nmedi cati on woul d undoubtedly serve to inhibit affected
pai n managenent. The result would be unnecessary and
unrel i eved pain and suffering.

Thank you very mnuch.

ACTI NG CHAI RVAN KATZ: Thank you.

Next, pl ease.

DR LEVY: Good nor ni ng. M/ nane is
M chael Levy. [I'mthe Director of the Pain Managenent
Center of the Fox Chase Cancer Center in Phil adel phia.
I'"'m here on ny own accord and support as a pain
expert from an NC designated conprehensive cancer
center.

In the past 20 years, |'ve received
research support and been on the Speakers Bureau of
ANESTA, Janssen, Knoll, Purdue Pharma, Otho-Biotech,
and Centi cor.

W are in the mdst of two epidemcs: the
epidemc of unrelieved chronic pain and the epidemc
of Oxycontin abuse. | speak today on behalf of the

patients wth chronic pain and the health care
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providers that treat them

The cure for the current Oxycontin abuse
epi dem ¢ nmust not increase the suffering of legitimte
patients with chronic pain. Ready access to Oxycontin
is essential to our ability to provide safe and
effective confort and function to thousands of
patients throughout this country.

Despite heroic efforts over the past 20
years by individuals and organizations to teach
clinicians how to properly assess and treat chronic
pai n, surveys still show that half of the chronic pain
patients in this country are under nedicated. Last
year the Joint Conm ssion on Accreditation of Health
Care O ganizations enacted new standards for pain
control to try to correct these systemw de
i nadequaci es. Just when physicians are advocating or
bei ng pressured to provide better pain nmanagenent, one
of their best tools is being threatened.

Over the past six years Oxycontin has set
a new standard for the relief of chronic cancer and
non- cancer pain. Oxycontin has been shown to be a
safe and effective analgesic in the control of pain
caused by cancer, osteoarthritis, post hepati c
neural gia, maor surgery, and degenerative spine

di sease.
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Oxycontin has the characteristics of an
i deal opioid analgesic, short half-life, |ong duration
of action, predictable pharmacokinetics, absence of
clinically active netabolites, rapid onset of action,
easy titration, no preset ceiling dose, and m ninal
adverse effects.

The escalating abuse of Oxycontin is a
doubl e tragedy. The first tragedy is the fact that
individuals with a disease of addiction have found a
new substance to abuse. Oxycontin abuse has led to
violent crines by abusers, pushers, and prescription
di versi on by devi ant physicians and pharnaci sts.

The popul arity of Oxycontin abuse has al so
resulted in the inadvertent deaths of inexperienced
drug abusers.

The second tragedy of Oxycontin abuse is
the fact that legitimte pain patients are having
increasing difficulty wutilizing their appropriate
prescri bed Oxycontin. Patients are afraid of taking
their Oxycontin, afraid of becomng victins of violent
crime, afraid of being ridiculed by their friends,
famly, and uninformed health care professionals, and
afraid of not being able to obtain adequate
prescriptions.

In conclusion, the interventions ained at
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reducing the public problem of Oxycontin nust not
interfere with the safe and effective use of the
pati ent problem of unrelieved chronic pain. Substance
abusers need to be kept from obtaining their
Oxycontin and need conprehensive nental health care
services to deal with their addiction.

Legitimate pain patients need ready access
to Oxycontin. Legislators, regulators, and |aw
enforcenment agents and health care professionals nust
work together to heal our society and reduce the
suffering of our citizens.

Thank you.

ACTI NG CHAI RVAN KATZ: Thank vyou, Dr.
Levy.

Next, pl ease.

DR W LSON: Good nor ni ng. I"m Peter
W1 son, professor of anesthesiology and pain nedicine
at Mayo dinic, Rochester, Mnnesota. | represent the
American Society of Anesthesiologists, sonme 35,000
physi ci an anest hesi ol ogi st s.

|"ve been working in the anesthesia
subspecialty field of pain managenent for nore than 20

years, and al though I've published animal and clinica

studies in opiates, | haven't received pharnmaceutica
i ndustry support for this. I have not received
SAG CORP
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phar maceuti cal industry support.

It's quite clear t hat opioids are
essential for the control of pain during surgery,
ot her acute pain states, cancer, AIDS, other termna
illnesses and for sone chronic pain states.

Long acting opioids provide a nore stable
bl ood level orally than short acting opioids and are,
therefore, nore effective for pain nmanagenent.
Met hadone is the only clinically avail able oral opioid
with an intrinsically long half-life, but it's
extrenely variable and quite tricky to use.

O her opioids have to be fornulated at a
sust ai ned rel ease preparations.

M suse or aberrant behavior and diversion
of appropriately prescribed opioids by legitimte
chronic pain patients is rare. The use of patient
contracts and/or random blood or urine screening for
subst ances has note been shown to inprove conpliance
or reduce diversion.

| nappropriate pati ent sel ecti on,
i nappropriate prescribing usually reflects a lack of
training and experience of the prescribers rather than
mal f easance. Aberrant patient behaviors with respect
to opioids, including doctor shopping, really should

be nonitored by the DEA and state nedi cal and pharmacy
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boards, not by the FDA

The DEA and state nedical board should
al so nonitor and enforce legislation and regul ations
agai nst aberr ant prescri ber behavi or, i ncl udi ng
unet hical, inappropriate, and illegal activities, pill
mlls, Internet, and absentee prescribers.

Aberrant prescriber behavior leading to
diversion is a function of the prescriber, not the
nmedi cation, and again, the DEA and state nedical and
pharmacy board should address this, not the FDA and
we do not bel i eve t hat any non- physi ci an
representative should be in the position of nmaking
clinical judgnents.

Restriction of a legitimate supply of
opioids will lead to rationing, which will adversely
affect provision of pain relief to all pain patients,
acute, chronic, termnal, the young, the old the
di sabl ed and t he di sadvant aged.

Thank you.

ACTI NG CHAI RVAN KATZ: Thank vyou, Dr.
W son.

Next, pl ease.

DR RAM REZ: M/ nane is Jeff Ramrez
|"m representing the Veterans Health Adm nistration

| have no personal disclosures, though ny agency does
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conduct nmedical research that is funded by the
pharmaceuti cal industry, and we do receive educati onal
grants.

Many veterans, like 20 to 30 percent of
civilians, annually suffer from pain. Further, these
veterans had devastating injuries related to the
service to their country that may have resulted in
chroni c pain. In many cases their suffering has not
| essened with tine, but rather nmade worse by the
acconpanyi ng degeneration occurring wth age.

In sone cases, surgical interventions may
provi de some relief. However, in nost patients with
chroni c pai n rel at ed to chroni c di sease or
nmuscul oskel et al i njuries, t here is no simpl e
procedural cure. In these patients, the use of
chronic opioids has provided a neans of controlling
their pain and increasing their ability to participate
in society.

The VA has been in the forefront of
recognizing the treatnent of the significant health
care problemof pain. W have inplenented pain as the
fifth wvital sign throughout all of our nedica
facilities, in recognition of its inportance and to
enphasi ze assessnent and treatnent.

In addition, there are large scale efforts
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to devel op provider and patient educational prograns,
treatnent guidelines, and pronotion of research
activities and training prograns related to the
understanding and treatnent of pain that has been
undertaken throughout the VA Wthin these efforts
are progr ans specifically to addr ess opi at e
prescriptions and nanagenent.

Proactive, aggressive nmanagenent of both
acute and chronic pain is universally recogni zed as an
essenti al component of health care. However ,
substanti al evidence indicates that neither acute nor
chronic pain is adequately treated within nost United
States health care systens.

Thi s has been recogni zed as a new standard
of care regarding the assessnent and treatnent of pain
as we have inplenented it throughout the VA When
patients report with pain, we teach our physicians and
other health care providers to believe their statenent
of pain.

When encountered by patients in pain, we
would all like to provide themrelief if possible. In
many cases the nost inportant treatnment is opiate
t her apy.

When patients are prescribed opiates for

pain control, there's no question that there is a
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potential for diversion or msuse of the nedication.
These probl ens, which are infrequent, can be mnimzed
by the prescribing physician for following things |ike
havi ng careful discussions with a patient on the use
of opioids before the first prescription is witten
and entering into opiate contracts with patients and
mai nt ai ni ng appropri ate records.

The VA is responding to concerns about
di version by developing guidelines in this area and
utilizing many of our electronic nedical records and
our electronic prescription records in order to check
for patients who do try to get opiate medications from
various medi cations.

But to summarize, the currently avail abl e,
| ong acting opioid pain nmedications have inproved pain
control for patients needing these nedications. The
m suse of these nedications by a snmall nunber of
i ndi vidual s does not negate the very positive inpact
that these sustained delivery systens have on patients
with chronic pain froma variety of conditions. The
renoval of these nedication or excessive regulation
will have a negative inpact on the wllingness of
health care practitioners to provide pain treatnent
t hroughout the VA and throughout the United States.

Thank you.
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ACTI NG CHAI RVAN KATZ: Thank you.

Next, pl ease.

DR MERRI CK: Good norni ng. My nanme is

Randy Merri ck. | am a Board certified famly
physician from a rural county in Virginia. I'"'m here
speaking on behalf of nyself and ny patients. I am

sel f-funded with no disclosures.

| appreciate being invited to coment
today as a practicing famly physician who has treated
Hospi ce and non-cancer chronic pain patients for over
ten years.

The use of opioids to treat these patients
has been a <cornerstone wth other conplenentary
treatnments if avail abl e.

Once visited by an intimdating group of
State Police and Board of Health profession officers,
| took advantage of ny situation and becanme a nenber
of a task force for the Medical Society for the State
of Virginia and hel ped co-author guidelines for the
State of Virginia for the treatnment of chronic non-
cancer pain.

These guidelines |ater becane one of the
tenplates for the National Federation of Medical
Board's gui delines published. | have long held the

belief that the famly physician who deals with all of
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t he bi o-psychosoci al aspects of our patients, children
and adults, are one of the best trained physicians to
deal with our patients in chronic pain.

After the attenpts of our colleagues in
the specialties, such as neurosurgery and orthopedics,
failed, eventually the buck stops here with ne, the
famly physician. Testinony after testinony from
those | treat who have been returned to qualify of
life faced with chronic pain proved to nme that ny
treatnent of their pain is as legitimte as ny
t r eat nent for their di abet es, hypert ensi on,
depression, et cetera.

As the buck stops here, | also realized
that | have an obligation and a responsibility to
insure that my patients adhere to ny patient-doctor
contract that allows nme to use opioids to treat the
chroni c pain.

When | hear of even the slightest
i nsinuation by any source that one of ny patients may
be diverting their opioid nedication or exhibiting
addi ctive behavior, | take action by informng ny
| ocal authorities of possible diversion or requiring
ny patients to be evaluated for substance abuse and
treated for addiction.

We have an obligation as famly physicians
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to assune that what our patients tell wus is true
regarding their pain. There lies the essence of the
doctor-patient relationship. Wien nothing else is
left to be offered for treatnment of their chronic
pain, we as famly physicians are obligated to use
what ever we need, what ever nmessage, what ever
nmedi cations that we need to treat these patients, to
allowthemto return to a quality of life.

As a coroner for two counties, | have
recently investigated over the last two years three
sui cides because patients were unable to gain
treatnent for the chronic pain. W certainly have a
job to do.

The Anerican Acadeny of Fam |y Physicians
and nmy state chapter are aggressively educating all of
our physicians in the treatnment of chronic pain.

Thank you.

ACTI NG CHAI RVAN KATZ: Thank you, sir.

What I'd like to do now since all of the
speakers have conme up is just nake sure that some of
the folks on the list for this norning haven't | ost
the opportunity to go, and what 1'Il do is read
t hrough the names very quickly of people who are on
the list for this norning, and if you're here, please

come up and take your turn. If | mspronounce your
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nane, | apol ogi ze.

Dr. Manchi kant i, Skip Baker, Cynt hi a
Si ronson, Barbara Ann, Stephen Plotnick, Aaron G| son,
Ronald Kurstin, Mron Yaster, F. Mchael doth,
M chael Kaplan. Any of those fol ks here?

Since we do have a little bit of tine,
we' Il proceed on to the list of folks who requested an
opportunity to speak and were put on a waiting list.
Let ne read through your names quickly, too, so you
can prepare yourselves if you're still interested in
speaking to conme up and sit in the speaker ready
chairs.

Dr. Babul, you'll go first.

Dr. Van Zee, if you're here, youll be
next .

And the other folks in order are Mary
Kel ly Sohm Laurie Torres, Cyn Hoard, Katt Morris, Jay
Steffler, Lynda Langhorne, Mary Wnfield, Robert Root,
Lonna Cutierrez, and Dr. Dahl qui st.

I'm not sure we'll have tine for
everybody, but if you're around, please prepare
yourself to cone to the speaker ready position.

Dr. Babul, please.

DR BABUL: Good nor ni ng. M/ nane is

Najib Babul. [I'mw th TheraQuest Biosciences in East
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Norriton, Pennsylvani a. |"ve been involved wth
anal gesi ¢ drug devel opnment for over a decade. ["'m
here on ny own accord due to ny scientific interest in
opioid drug developnment and ny interest in public
policy issues surrounding patient access to opioids.

I do consul t with a nunber of
phar maceut i cal conpani es in anal gesi c drug
devel opnent, sonme of whom nmarket or are devel oping
opi oi d anal gesi cs.

| would like to speak to the conmttee on
the issue of a core devel opnent program for anal gesic
drug devel opnent, which is the subject, | believe, of
your norning deliberations.

| think the commttee and the division
need to consider a nunber of key questions in the
devel opment of analgesic agents, and I'd like to
identify at |east some of the questions that may help
the commttee with its discussions.

The first issue really is whether if a
drug is pharnmacol ogical effective in acute pain and in
chronic pain and there are no formulation related
barriers to its developnments for both indications,
whet her the agency shoul d consider approving the drug
just for acute pain or just for chronic pain or

whether it should be a requirenent that both
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i ndi cations be studi ed sinultaneously.

The ot her issue is whether acute pain data
in any way support the efficacy of a drug in chronic
pai n. How many chronic pain disorders or nodels, as
we like to call them need to be evaluated? Wat are
sone of the suitable nodels that we are to consider?
Is it reasonable to study mxed nodels given the
clinicians often see a very heterogeneous group of
patients?

Wat is an appropriate duration for a
clinical trial in chronic pain? And should cancer
pain be in the mx of studies in chronic pain or
shoul d that be a separate indication?

And if it is a separate indication, is it
likely to becone orphaned, given that cancer pain
studies, as a nunber of us know, are chall engi ng?

Now, | would like to in the interest of
time restrict ny coments just to new chem cal
entities that are the subject of a 505(b)(1) approva
and would like to suggest that drugs that are in
process right now at the FDA perhaps require different
consi derati on.

| woul d suggest that it's inportant for us
to do a proof of concept study to very carefully

identify a no effect dose or a mninmm effective dose
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for any new chemical entity that's approved as an
opi ate anal gesic; t hat we need to carefully
characterize the dose response characteristics of the
drug, and that we need to establish very carefully
prospectively the dosing frequency of such drugs.

In addition, I would suggest that at |east
one and possibly replicate evidence should be
necessary for the approval of drugs involving at |east
a 12 week duration of efficacy so that we can clearly
assess not just efficacy, but the durability of
response which is a question that clinicians have.

And finally, that if cancer pain is part
of the mx, then we ought to have at |east one
adequate and well controlled study in cancer pain
i nvol ving a m ni rumtwo week duration.

One additional point is that for centrally
acting drugs, as opioids are, clinicians need gui dance
on acute and chronic effects on psychonotor and
cognitive skills, and this is sonmething that perhaps
the conmttee and the agency ought to look at for
approval of such drugs.

Thank you.

ACTI NG CHAI RVAN KATZ: Thank vyou, Dr.
Babul .

Next, please. Dr. Van Zee, are you here?
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Pl ease begin with any discl osures.

DR VAN ZEE: Yeah, ny nane is Dr. Art Van
Zee. | have no disclosures.

|"ve practiced general internal nedicine
in a small Appal achian coal mning town, St. Charl es,
Virginia, for the last 25 years. My region of the
country, as you probably well know, was one of the
earliest areas affected by Oxycontin abuse and
addi cti on.

It would be very difficult to overstate
the degree of devastation this has brought to centra
Appal achia and now w despread in nmany regions of the
country. There have been at |east three major factors
which have played a mgjor role in this epidemc of
Oxyconti n abuse.

First, there's been an obvious problem
with m sprescribing and over prescribing of this drug.

Second, this epidemc has been a vicious
i ndi cator of the extent of prescription drug abuse in
our society.

Thirdly, and the one which mght be
closest to the FDA here is that of the pronotion and
mar keti ng of Oxycontin by Purdue Pharnma, which | think
has played a major role in the problem

Purdue Pharma in the nost extensive opioid
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pronmotion in the history of the industry has used
sophisticated marketing data to determne which
physicians in the country prescribe opioids nobst
liberally or least discrimnately, if you wll, and
couple this data with lucrative financial incentives
to their sales representatives.

One sales representative in Florida nade
$100, 000 over and above their $50,000 of salary in the
year 2000 based on the high Oxycontin sales in her
territory.

Purdue has wused thousands of conpany
sponsored talks and semnars that have been well
docunented in the nedical literature to influence
physician prescribing and practices. Purdue has
| obbied the primary care physician to a great extent,
and primary care physicians as a general rule have the
| east amount of skills in pain rmanagenent and
addi ction issues, at |east suboptimnmm

Purdue continued free Oxycontin pronotion
pills up until July 2000 in a canpaign to pronote it.

The conpany has had an extensive and sophisticated
non- branded pronotion of opioids in general in which
the benefits of opioids for chronic, nonmalignant pain
have been much overstated and the risk trivialized.

And all of this has contributed to the commerci al
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success for Purdue at the expense of the public
heal t h.

This now is the opportunity for the FDA
simply that the current regul ati ons governing the way
the pharmaceutical industry can market and pronote
opi oids or any controlled abusabl e drug has not served
well the public health. Not to radically change those
type of regulations at this point would give sanction
and safe harbor to the drug conpanies for the
continuation of such business practices, which do not
serve any of us well.

Thank you.

ACTI NG CHAI RVAN KATZ: Thank you, Dr. Van
Zee.

To ny surprise we have tinme left in this
open session, and so what | would |like to do nowis in
the few mnutes that we have if there is anybody in
the audience anmong us who would like to take three
m nutes to share an thoughts, then people cone forward
and have a seat in the speaker ready chair, and we'l
take you in turn as tine all ows.

Pl ease begin by saying who you are and
what you do and if you have any disclosures to nake.
Go ahead.

MR. STEFFLER Hi . My name is Jay
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Steffler. 1've no disclosures to make.

|'ve suffered from RSD since 1992. I
spent eight years with ny doctor, doctors, trying
every nodality known to nedicine to try to cure ne of
the RSD, and fromall of the synpathetic |unbar bl ocks
that they gave ne, | devel oped nyofacial syndrone and
arthritis.

After finishing all and trying every
nodality, the doctors would give ne small anounts of
opi oid nedication when, in fact, it was not enough
and too little actually is woirse than taking the
pr oper anount .

And the only way that a chronic pain
patient can abuse their nedication is to give it to
sonmeone to whomit's not prescribed. The only other
way is if the doctor that they are seeing is not
gi ving them enough nedication. then they are forced
to go see several doctors which ends up in mxed
medi cati on which can kill the patient.

Wen the patient with RSD sees one

physician who is regulating their medication, they're

entire life returns to them | feel like | have cone
out of a conm. | haven't had to use a cane for two
years. | was bedridden for those eight years. | am

now goi ng back to work, working through OVR Bef ore
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that | was, as | said, conpletely bedridden.

And now the only problens | have now is
that 1'ma slave to the insurance conpany. | amonly
allowed to -- because they will only dispense so many
days of ny nedication at a tinme, I'"'monly allowed to
| eave ny house for ten days at a time maxi mum

So the opioid therapy -- when they took ne
off all of the experinmental nedications that they
tried me on, I came out of a coma. | literally do not
renmenber what went on during those eight years from
the Soma (phonetic) and all of the different famlies

of antidepressants, not for depression, but for the

side effects. | couldn't renenber what happened
during those eight years, and | literally feel Ilike
|"ve got a second chance at |ife. | feel like I've

just been born, and it's a whole new world to ne.
In the past two years since |'ve started
the opioid therapy, |'ve been getting ny body back

into shape. Atrophies nuscles over eight years do not

come back after a couple of nonths. It takes quite a
whi | e.

So after the two years -- it's been two
years, and | am now worKking. I|"m going back to

coll ege, get ny second degree, and |I'm al so teaching,

and it has given ne a whole new life.
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And in fact, even the pharnacists are

shocked when they see the nedication that | take.

They say thenselves, "How are you standing here?"
when, in fact, before | couldn't do anything and I
couldn't stand there when | was on the other

medi cations that didn't work

Suddenly ny mnd canme back. I"'m able to
think again. Myvies that | saw during that eight year
period | don't renmenber, | have no recollection of.
Now nmy mnd is back. My desire for life and
everything, nmy who life has come back to ne.

ACTI NG CHAI RVAN KATZ: ["m sorry. [''m
going to have to ask you to bring your coments to a
cl ose.

MR.  STEFFLER The problenms wth the
Oxycontin, | think the DEA needs to focus nore on the
people who are healthy who abuse the nedication
instead of focusing on the chronic pain patients and
doctors who are for people who need it.

ACTI NG CHAI RVAN KATZ: Thank you very

much.
MR. STEFFLER:  Thank you.
ACTI NG CHAI RVAN KATZ: Next speaker
pl ease.
DR, DAHLQUI ST: |I'm d enda Dahlquist. 1'm
SAG CORP
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a chroni c pain nanagenent physician from Dayton Chio.
I'"'m a nenber of the Anerican Acadeny of Pain
Medicine, and |I'm also the Chairperson for the |oca
pain society in Dayton, Chio, and we are currently in
the process of gaining state chaptership from the
nati onal organi zation, the AAPM
| am a speaker on the Board for Purdue
Pharma and Janssen. | have no other disclosures, no

research grants.

And I'd Iike to make one comment. [|'m not
on the Speaker Bureau for Purdue. | nmean, | don't use
Oxycontin because |I'm a speaker. |'m on the Speakers

Bureau because | believe that Oxycontin has benefitted
so many of ny patients, and they finally asked nme to
speak on their bureau after | had prescribed it for
four years, seen the benefits that it's given to ny
pati ents when used appropriately.

One other comment 1'd like to nake is with
our local pain society. Wth the recent nedia
coverage and fears of license or sanctions, even
chronic pain physicians in our area have decreased
their prescribing of Oxycontin, and | think this is
very sad because we as chronic pain physicians, we're
the top of the |adder when it cones to dealing with

chronic pain patients. The famly doctors nay not
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feel confortable prescribing high doses of opioids.
The internal nedi cine specialists nmay not feel
confortable delivering high doses of opioids to
pati ents who have high drug tol erances and hi gh needs
in order to function appropriately.

We as chronic pain physicians are the ones
who deal with these nbst severe patients, and now
we're seeing an epidemc of chronic pain physicians
who are afraid they're going to lose their |icenses,
and nobody in the community will treat these patients.

|"d like to point out real quickly, too,
haven't heard anybody speak about not the detrinents
just relating to the humane part of treating pain
managenent, but what about the medical problens? Wen
a patient is in pain, their stress hornones increase.

This can lead to worsening other chronic diseases

such as hypertension, heart disease, diabetes. They
have to increase their insulin doses if the blood
sugar goes up too high because they' re under too much
stress.

Sui ci de rates. I had a patient who
finally did commt suicide because she had left ny
practice and gone to another pain physician who
woul dn't treat her appropriately, and we heard just

from another coroner that he has done an autopsy on
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pati ents who have conmtted suicide because of that.

These patients, if they're not given the
appropriate pain nedicine, wll turn to over-the-
counter nedications, nonsteroidal anti-inflanmatory
agents, handfuls of nonsteroidal anti-inflanmmatory
agents causing G bleeding and things |ike that.

W really need to be able to treat these
patients appropriately before we cause worsening
medi cal problens --

ACTI NG CHAl RVAN KATZ: ['"m sorry. [''m
going to have to --

DR DAHLQUI ST: -- people on the welfare
system - -

ACTI NG CHAI RVAN KATZ: -- ask you to bring
it to a close.

DR, DAHLQUI ST: -- and people not being
able to be treated appropriately because of the
i nadequaci es of the nedical profession.

ACTI NG CHAI RVAN KATZ: Thank you very
much.

Wiy don't we then call the open session to
a close? Let nme thank all the fol ks who took tinme out
of their schedules and nade the effort to nake it here
to share their thoughts with us, in particular, the

folks with chronic pain thenselves. Thanks very nuch
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for com ng.

It seens like there are one or tw folks
on the Advisory Conmttee or guests that have drifted
in since we did our norning introduction. So perhaps
they could take a nonment to introduce thenselves and
| et us know what your nanmes are and who you are.

Dr. Connolly, would you like to begin?

DR CONNCLLY: |I'm Maria Connol ly.

ACTI NG CHAI RVAN KATZ: You have to press
the red button on your mc.

DR CONNCLLY: I'm Maria Connolly, and I'm
a consuner representative on this panel. And | flew
in from Chicago with a big snow storm but in San
D ego yesterday afternoon it was pretty nice.

ACTI NG CHAI RVAN KATZ:  Thanks.

Dr. Schechter.

DR SCHECHTER H. |I'm Neil Schechter.
|"ma pediatrician, and I run the pain relief program
at the Connecticut Children's Hospital, and I|I'm
interested in pediatric pain specifically.

ACTI NG CHAI RVAN KATZ:  Thanks.

Was there anybody else that drifted in
that | didn't notice?

(No response.)

ACTI NG CHAI RVAN KATZ: Al right. Then
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what we'll do now is I'Il reintroduced Dr. Rappaport
fromthe FDA, who will give sone introductory coments
for our norning session, which will be on opiate

anal gesi ¢ devel opnent and use.

DR RAPPAPORT: This norning's session is
on opiate analgesic developnent and use. The
franmework for the agency decisions includes the
regul atory restrictions and requirenents defined by
t he Food, Drug, and Cosnetic Act.

This allows not only for decisions to be
based on scientific integrity. It also provides a
| evel playing field for the comrercial sponsors of the
new drug applications, thereby preventing arbitrary
and caprici ous decisions by the FDA

One of the final products of our labor is
the product | abeling. The |abel may contain only
information supported by data submtted in the new
drug application. However, this data may lead to
difficult choices on how the label is witten.

For instance, for new, nodified release
opiate analgesics studied in only Ilow back pain
patients, we may result in an indication limting the
drug's use to the | ow back pain patient popul ation

In your discussions this norning, keep in

mnd the difficulties we at the agency face daily when
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we try to nesh the available data with the regul atory
framework in order to provide product |abeling that
clearly states the findings of the clinical studies in
a manner which will be npbst beneficial to prescribers
and patients.

W hope that the follow ng presentations
will provide you with a foundation upon which you can
buil d your discussion of the points we have raised in
t he background package for this neeting.

Thank you.

ACTI NG CHAI RVAN KATZ: Thank vyou, Dr.
Rappaport .

Dr. Levy will now get up and give us a
di scussi on on pain treatnent guidelines.

Dr. Levy.

DR LEVY: Good norning, everybody. W've
been sitting here for a while. Let's take two m nutes
to stand up and relax for a second before you start
listening to | ectures.

Don't go outside. Just rel ax.

(Pause in proceeding.s)

DR LEVY: (kay. Now you can sit down.
W don't want anybody getting chronic pain here just
fromsitting and havi ng dependent i nbs.

This norning I will try to speak to you on
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three specific issues. One, just to describe ny
background from an historical perspective very briefly
because | may be probably the person who has treated
pain here the | ongest, or one of them over the years.

Two, 1'd then like to tell you about the
Texas perspective and how that |led to the first
guidelines in the country, and then the federation
gui del i nes, which were a result of those in sonme other
st at es.

Twenty-six years ago | was attending in
the pain clinic at the University of Washi ngton, which
was probably the first nulti-disciplinary pain clinic
in the United States. That was the days before any of
these initial organizations ever existed.

W created the International Association
for the Study of Pain then, and that was an innovative
creation. None of this had occurred before.

| tell you this for one reason: because
when | started treating pain, opioids were an
anat hena. None of us were to use opioids in any way,
shape or form except to put people on pain cocktails
whi ch were a conbi nati on of net hadone and sedatives to
get them off narcotics. And that was the whole
purpose, and it was that way for many years until the

witings of Dr. Portenoy and others that led us to
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bel i eve that these drugs had a basis for treatnment in
chronic pain, end of life care, et cetera.

So ny mndset had to go full circle to get
fromwhere | started to where we cane in '93, and now,
i ke anything el se, we may have gone a little too far,
and we have to cone back.

| tell you that because that is the
history of what you do when you l|ook at different
aspects of things.

Now, in Texas, we had an intractable pain
statute in 1989. It did nothing. It did not increase
the use of drugs or help patients get treatnent, and
the reason being is that doctors were still afraid
that if they prescribed, they would be disciplined by
t he Board.

Now, I was recruited by then the
governor's office, et cetera, and | becane the
Executive Director of the Texas State Board of Medi cal
Exam ners, which regulates the practice of nedicine in
the State of Texas.

At that point there were really no states
with guidelines or ways of prescribing or advice to
physi ci ans. In fact, the word was that if you
prescri bed, you were going to be disciplined.

Now, the reason was we were gl ven a count
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fromthe Departnment of Public Safety on every narcotic
witten, and | would get a readout every nonth of all
the narcotics witten or opioids and sedatives witten
by physicians in that state.

And prior to 1993, investigations would be
open just on prescribing habits. Whien | becane the
Director, that stopped. Wuat we did was bring all the
pain directors together in that state. W brought the
professors. W brought the public groups, et cetera,
and we got together and decided how pain should be
practi ced.

And that's what led to our guidelines
And we had sone definitions that other people then
canme to accept. Nont herapeutic prescribing was a
medi cal use or purpose that is not legitinate. That
goes back to the |law of the 19-teens.

A prescri bi ng phar maceuti cal s are
practicing consistent with public health and wel fare,
i's prescribing pharmaceuticals and practicing nedicine
for legitimte nedical purpose in the usual course of
pr of essi onal practice.

What is intractable pain? A pain state in
which the cause of the pain cannot be renoved or
ot herwi se treated and which in the generally accepted

course of medical practice no relief or cure of the
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cause of the pain is possible or none has been found
after reasonable efforts.

You're all famliar with this, but in 1994
when we wote these, no state had ever taken this
position before. W basically that if you're going to
prescribe narcotics, counting pills is not the issue.

The issue is: are you going to practice good
nmedi ci ne?

And how to determ ne whether you practice
good nedi cine is whether you take a docunented nedi ca
history; you do a proper physical exam nation; you do
and have recogni zed nedi cal indications for the use of
those drugs; you have a witten treatnent plan; you
di scuss the risk and benefits of the nedications with
the patients; you do periodic review at reasonable
interviews; you keep conplete and accurate records;
and you closely nonitor the patients with any kind of
hi story of substance abuse.

If you do this, you're not going to get in
troubl e. If you don't, you were, and it becane very
obvi ous whi ch physicians were having a problemin the
State of Texas because they didn't practice this way.

You would go and | ook at their nedical records, and
they would wite, "Low back pain. D spense 100" --

what ever the drug was, and that was it.

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

85

Well, you don't have to be a rocket
scientist to figure out this is not good nedical
practice, and those physicians we disciplined. But
t he ones who followed the guidelines were not.

What are the red flags? | ssui ng
prescriptions for |arge anounts  of controlled
substances or in excess of prescribed dosage, but
knowi ng certain physicians' practices and how they
practice, this becane less of an issue as tinme went
on. But failing to keep accurate records, failing to
evaluate or nonitor their patients, prescribing to
drug dependent persons w thout adequate consultation,
eval uation, or nonitoring, these were red flags that
enabled us to discipline physicians that were not
practici ng good nedi ci ne.

When you | ook at these nunbers, those are
the nunber of disciplinary actions against physicians
in the United States from 1993 till 2000 that we've
tabul ated. The nunbers, they're a little rising, but
they're pretty nuch the sane in that proportion.

What you can see thought is that
controlled substances violations have stayed down
pretty low since the time that guidelines have cone
into play. Prior to this, there were a |arge nunber

of disciplinary actions solely on the witing of
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narcoti cs.

The other thing is contrary to what you
heard today, there are not a l|lot of suspensions or
revocations  of i censes because of controlled
substances witing. They are not happening. They are
only happening when there is inproper prescribing and
i nproper nmanagenent of the patient.

They are old wives' tales. They are fear
tactics, but they are not occurring.

Now, what's the challenge? The challenge
is to protect the nedical uses of controlled
subst ances and si mul t aneousl y preventing drug

di version and abuse. That's the challenge we all have

here.

But in the sanme tinme we have to insure
public access to effective pain control. W have to
wei gh bot h. If you overregulate, the public doesn't
get adequate care. | f you under regulate, you don't

have the proper vehicle for proper nedication and
proper treatnment. This is what the boards nust do.

The present status is that only eight
states have no policy. In 1993, only two states had
policy, Texas and California. So this has been a
major junp in the |ast seven or eight years.

Those that have guidelines and statenents
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anount to the majority of the states. You'll see that
t he nunbers overl ap. It's not that | can't count.
It's that certain states have nore than just a
gui del i ne. They nmay have a statute, et cetera, and
they have chosen to either create regulations or
create statenments or guidelines or a conbination.

The real critical factor here is that only
ei ght states have not taken action on this. At that
point, after the Texas guidelines cane out, the
Federation of State Medical Boards then felt that this
was an issue and brought together a commttee on which
| served, as well as, | believe, another seven or
ei ght nenbers, and we created national guidelines that
the federation would publish. W had public hearings,
and then were recogni zed by all the states and used as
nodel gui del i nes.

That was funded by the Robert Wod Johnson
Foundat i on.

We devel oped those nodel guidelines for
the use by state nedical boards and other health care
regulatory agencies to pronote the appropriate
prescribing of controlled substances in the managenent
of chronic nmalignant and nonmal i gnant pain.

Qur obj ecti ves wer e to est abl i sh

consi stent standards for managing chronic pain based
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on current research data. And we wanted to pronote a
nonl egi sl ati ve approach, a regulatory approach that
the state boards could advocate to address the use of
controlled substances in the nanagenent of chronic
pai n.

Wiy was that inportant? Because we want ed
a mechani smin which those people that were regul ating
the practice of nmedicine -- and nost boards are nade
up of wusually about two thirds physicians and one
third public nenbers, who had been in this kind of
practice or could get the information from that kind
of practice without making it a statute, but still
have the regul atory aspects.

Wy is a regulation so nmuch inportant
versus a statute? Statutes are difficult to change.
Regul ati ons are not. |f the research had changed or
there was sonme other issue that had cone up, a board
could change their regulations in a few nonths. They

could tweak them but you can't do that wth a

st at ut e.

So the reconmendation was to keep this on
a regul atory aspect, and that has worked well in nost
st at es.

So what do these nodel guidelines really
advocate? |I'mnot going to read all of themto you.
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|"m going to basically tell you this. Wen it's al
said and done, they donme down to if you do a physica
exam nation of the patient, treatnent plan, inforned
consent of the patient, periodic review of drug
treatnent, consultation and referral if necessary,
accurate, tinely, and conplete nedical records, you
will not get in trouble with the nedi cal board.

You will if you' re witing prescriptions
and people are hanging out of your office around the
bl ock.

The grant was extended through |ast year.

W created workshops for board investigators. W
devel oped position papers. W conmuni cated with all
of the nenber boards. W created the position, the
nodel guidelines, and we targeted those eight states
wi t hout policy to work on those.

The next phase wll be to inprove the
quality of patient <care through appropriate and
effective pain control and build relationships to
i ncrease physician know edge of current standards for
appropriate pain treatnent. And we nust insist and
inform the |license population of state specific
regul ati ons regarding physician responsibilities and
treating pain.

Thank you very mnuch.
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ACTI NG CHAI RVAN KATZ: Thank vyou, Dr.

Levy, for a very lucid presentation.

Dr. Levy, why don't you stay there for one
m nut e?

Does anybody sitting around this U shaped
table have any questions for Dr. Levy about his
presentation?

DR LEVY: Yes, sir.

DR HOLMBCE: H . FEric Hol nboe from Yale
Uni versity.

Just out of curiosity, as we know, there
are a proliferation of guidelines for a nyriad of
conditions, and one of the biggest problens is to get
physicians to use them Simply putting out a
gui delines has not been shown to be effective in
changing the quality of care.

|"d be curious if you could just spend a
nonent or two describing how you dissem nated these
gui delines to your physicians and whether or not that
was effective.

DR LEVY: One, | will tell you that
guidelines that are practice guidelines nust be
differentiated between regulatory guidelines. For the
first tinme, the nedical board took a position in

saying in this condition, we require this to be the
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good practice of nedicine.

W didn't do that for diabetes of
hypertension or heart disease, et cetera. W did do
it for chronic and malignant pain and acute pain in
this managenent. So that was a uni que difference.

If the physician's license is on the |ine
for these kind of guidelines, they listen a |Iot nore
than if it's reconmended by their society, et cetera.

The second issue is | went out and
pronmoted them | taught in ny position as a director.

| went to all of the nedical schools in the state
and | spoke to each of the senior classes, each one of
the eight years, and | pronoted these guidelines and
spoke with all of the students, but at the sane tine |
spoke with the residents as well.

The second issue was | went to the pain
societies in our state and spoke to them

The third issue was they were promnul gated
in our news report which canme out boldly printed in
the Texas letter.

The fourth issue was that the Texas
Medi cal Association was very helpful in this regard,
and they published themas well, as well as the Texas
Cst eopat hi ¢ Medical Association in their bulletins.

And so this becane an i ssue.
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W also had certain reporters around the
state who wote articles in our newspapers pronoting
this and speaking about this change on the Texas
boar d.

| will tell you that after this tinme, it
becane much easier to discipline those physicians who
were off the site. But the ones that practiced good
nmedi cine found that they were hassled |ess and were
able to practice wth | ess difficulty from
intervention by the state nedi cal board.

And ny belief, after running a nedical
board, is that 98, 99 percent of the physicians are
there to practice good nedicine and do a good job, and
your outliers are one or two percent. And when you
can set up a reginmen where you can really define who
those outliers are, it's a |lot easier to get at, and
they don't make up a | arge percentage.

DR MAX: | want to congratulate you on a
very w se, beautiful docunent in our handout on your
policies, but let ne ask. Now a big issue is doctors
who m ght be sloppy or naive or inexperienced getting
deceived by patients who can say they have synptons.
Do you have a position on sonething like -- and
doctors don't know the patients are going to nultiple

phar naci es.
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Does your federation of boards have a
position on, say, electronic data collection from
pharmaci es to inform physicians when nultiple doctors
are prescribing?

DR LEVY: Wll, you have asked a multi-
phasi ¢ question. The first one is what do you do
about those physicians who are naive.

You give them one bite of the apple. | f
t hey have those problens, if they're sloppy in record
keeping, you bring themin for a little talk in front
of your board. And if they are deficient, then they
shoul dn't be because that may be a synptom of their
entire practice, and it mght just not be with pain,
but with every other disease they treat. And if
that's their practice, they need sone renedi al help.

If they get it, fine. If that physician
woul d cone before us again for the sane reason, that
physi cian woul d be disciplined. So that's the first
i ssue.

The second issue, the federation has not
taken a position on the issue that you' re describing
as of yet.

DR. MAX: Do you have an opinion on that?

DR, LEVY: Ask your question again. I

want to be specific in what you want nme to have an
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opi nion on. Ask ne ny opinion

DR MAX Specifically, | think nore
interestingly we heard the doctor from Virginia, from
t he Epi center of the Oxycontin.

DR LEVY: Right.

DR MAX You're sounding like there
really isn't nmuch of a problemif you leave it to the
state boards. So what do you have to say to that
physi cian from Virginia?

DR LEVY: | say that the regulations are
witten already for the states. It is up to the state
boards to do their jobs and eval uate these physici ans,
and if those physicians are allowing diversion
allowing doctor shopping; if they're practicing
i rresponsi bly, t hen t hose physi ci ans nmust be
di sci pli ned by the Board.

And then you get into other issues of
whet her there should be crimnal prosecution of those
physicians if they knowingly or intentionally did
sonet hing that was absolutely harnful to a patient.

Your second issue is whether you should
collect information on the Internet if you' re doctor
shopping. Well, you have a responsibility. W have
not taken a position on the collection of information

at this point.
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But if you're going to nmanage these
patients, you have a responsibility to nanage them in
the best care, and one of the aspects of inforned
consent is to tell themyou are going to take care of
t hem and not to doctor shop.

DR. MAX: But how do you know if patients
are doctor shopping? Can you expect a doctor to call
all of the pharnacies?

DR LEVY: No, you cannot.

ACTI NG CHAI RVAN KATZ: Dr. Fol ey.

DR FCLEY: Thank you very nuch for your
present ati on.

What has been the role from the
federation's perspective of really educating doctors
about pain rmanagenent ? Are there any qguidelines
related to that and any responsibilities?

It is the responsibility of the boards --
|"ve recently been talking wth the board in
Florida -- for them to try to make these kinds of
gui delines available, but they' ve stated that they
don't have funds to send them out every nenber in the
state, and many states don't, in fact, provide these
guidelines to every physician at the time that they're
l'i censed.

So what, in fact, is the role of the
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boards in setting these guidelines to also play a role
i n educating physicians about proper pain nmanagenent ?

DR LEVY: Vell, that was part of our
second phase. W believe that it is the
responsibility of the Boards to educate their
physicians, and when | was the Director in Texas,
every physician to get a license had to pass a
jurisprudence exam and have a visit with me. And part
of that visit was to understand pain guidelines, et
cet era.

So we presented themto all physicians as
wel | as publ i shi ng them in our newsl| etter
periodically, and it doesn't cost any noney to publish
them as part of your articles in your newsletters,
whi ch --

DR FOLEY: Yeah, | think I'm confusing
it. It's teaching about pain as opposed to teaching
t hem t he gui del i nes.

DR LEVY: That's a unique issue that we
all have seen. There has not been any increased
teaching of pain in the 25 26 years that |'ve been
involved in pain work, and | think you have the sane
experience, Dr. Foley. W haven't seen this great
increase in training physicians in the nanagenent of

pai n.

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

97
ACTI NG CHAI RVAN KATZ:  Dr. Sm |l ey.

DR SM LEY: Yeah, | just want to maybe
have you elaborate or respond to the followng
guest i on. You state that the anecdotes that we've
been heari ng t oday from patients and from
professionals about sort of a chilling effect of
nmedi cal board actions or regulation in general on
physi ci an prescri bi ng for patients in pai n
prescribing of opioids, pharnacies not stocking drugs,
those kind of problens that we hear that you kind of
say are just anecdotes.

And you know, we all know -- at least | do
-- that there are certainly physicians | deal w th who
have problens, who hesitate to prescribe opioids when
t hey' re indicat ed. There are patients who can't get
drugs at various pharnmacies. |Is it your position that
this is doctors not knowi ng what they're supposed to
do? Is it the fault of the nedical board, or is it,
in fact, sort of a nationwi de anti-drug hysteria and
it's just easier to ignore pain and not deal with it?

And doesn't the medical board, | guess,
have a responsibility to be pronoting good nedica
care and not just being many DEAs?

DR LEVY: Vell, one, | Dbelieve that

nmedi cal boards do pronote good nedical care by

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

98

creating these guidelines.

Two, if you look at npbst of the nedica
practice acts though, they don't specifically tell you
that you should create guidelines for every treatnent
of every type of disease.

Third, | would never question anecdotes.
These are experiences people had. M opinion is that
they are anecdotes though; that if you look at the
regul ation, that physicians can practice this way.
They can practice good nedical care in chronic pain
managenent, and if they are not practicing good
nmedi cal care, one could be an excuse by that physician
that they don't want to or, two, they could be
uneducat ed.

Now, it is the responsibility of the
medi cal boards to educate those physicians on
gui del i nes. It's not the responsibility of nedical
boards to educate them on practice.

Yes, sir.

ACTI NG CHAI RVAN KATZ: Dr. Ashburn

DR. ASHBURN:. Thank you very nuch.

| have a couple quick questions. Oh two
of your slides you talked about the nunber of
viol ations that have occurred. | wanted to refer back

to those --
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DR LEVY: (kay.

DR ASHBURN. -- for a mnute because if |
understood you correctly, you felt that these were
evi dence that the perception that physicians were at
risk for regulatory scrutiny that m ght cause themto
lose their |license or undergo other issues was
actually not valid.

So on the first slide entitled "Controlled
Subst ances Vi ol ati ons by Prescribing Physicians" --

DR LEVY: Yeah, |I'm trying to get back
t here.

ASHBURN: One nore.
LEVY: That one?

ASHBURN: That one.

3 3 3 3

LEVY: Yeah.

3

ASHBURN: Is this -- | wanted to make
sure | understood. Now, this slide is based on
nati onal dat a.

DR LEVY: This is the federation data of
all the boards collected fromthe year 2000.

DR ASHBURN: Ckay. So this is not
viol ation of the Controlled Substances Act.

DR LEVY: This is all violation --

DR ASHBURN: This is violation of state

medi cal board -- these are lists of state nedica
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board acti ons.

DR LEVY: These are disciplinary actions
agai nst - -

DR ASHBURN.  Ckay.

DR LEVY: ~-- physicians in all the states
of the Union for these years.

DR ASHBURN: Ckay. So one thing that
shoul d be pointed out is that physicians can get into
trouble with regard to prescribing of opioids in two
ways essentially, naybe nore, but we worry about
actions against our nedical license, which this is
represented by, as well as scrutiny for violation of
the Controlled Substances Act, which one would be
subject to investigation by Departnent of Justice and
t he DEA.

DR LEVY: Vll, let me try to explain
this then. Wen you |look at these total actions, the
majority of those are for quality of care cases, and
ot hers may be sexual abuse of patients or --

DR ASHBURN: Sure, | understand.

DR LEVY: ~-- et cetera. Wuat I'mtrying
to point out is of those 4,600 disciplinary actions
only 319 were directly related to controlled
subst ances.

DR ASHBURN: No, and | appreciate that,
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but as sonebody who has to listen to other physicians
who express a little bit of the paranoia, | just want
to also point out that 319 disciplinary actions
agai nst physicians is one action a business day.
mean, that's not an insignificant nunber of nationw de
areas wWith regard to physicians being concerned about
acti ons.

On your second slide on actions
percentage by total, the nunbers didn't add up, and I
was wondering whether or not these were, again,
national nunbers on state nedical board actions,
revocati ons, suspensi ons, pr obat i ons, and
m scel | aneous. These usually are about 100, give or
take. The actions under controlled substances usually
are about 300 a year, give or take.

These are percentages?

DR LEVY: Yeah, these are percentages.

DR ASHBURN: Al right. | just don't
know how to read wel |

DR LEVY: Can we go back to your |ast
comrent t hough?

DR ASHBURN: Sure.

DR LEVY: You said 319 were significant
or 300 are significant. Wen you add that up, that's

approxi mately of 700,000 physicians in this country.
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You believe that is a significant nunber of physicians
who are disciplined? Six maybe per state?

DR, ASHBURN. No, it doesn't surprise ne.

I"m just -- you know, | know anecdotally, again, of
only one or tw cases where physicians have been
di sciplined for under prescribing of opioids. So I'm
just presenting this scenario.

Now, you know, frequently in policy making
and frequently in physician practices, the decisions
are based on their perception of reality as well as
what reality is, and if I'm an odds meker and |'m
| ooking at the risk of being sanctioned for doing
nothing, which is extrenely low, or the risk of
scrutiny by doing sonmething, then ["'mgoing to tend to
shy away particularly with all of the publicity about
risk wwth opioids, tend to shy away from prescribing
opioids for ny patients based on concern of regulatory
scrutiny whether it exists or not.

And | think I was just -- | wanted to make
t hat observati on.

DR LEVY: Since |'ve seen nost of these
actions and have read the orders, | would say that
these people are what | would describe as true
outliers Gkay? By and large, and for the physician

who's practicing good nedicine are not going to fall
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inthis 319 in any way, shape or form

So to equate that this should concern
physicians is incorrect. That it does you may be
correct, that the perception is there.

Wiat I'mtrying to point out is that the
reality is not there.

DR ASHBURN. Ckay. Thank you.

ACTI NG CHAI RVAN KATZ: Dr. Carlisle.

DR CARLI SLE: Do you have any idea of
what percentage of that 319 that you actually found
violations -- the question is: what is the n for
that? How many investigations produced this 319?

DR LEVY: That | can't tell you because
this is an aggregate data of all the states, and we
don't collect investigation nunbers. Each state does,
but the federation doesn't. It only collects final
actions agai nst physici ans.

DR CARLI SLE: Do you have any sense of
t hat nunber ?

DR LEVY: I can only speak from Texas,
and | would open approximately 1,300 to 1,500
investigations a year on physicians and would
di sci pli ne anywhere from on the average of about 150
to 170 physicians a year. O that, | would say that

no higher than fifth in propensity of disciplinary
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actions were controlled substance violation. Over
hal f were just quality of care cases.

So you're really looking at much snaller
nunbers here, and especially with the educational
approach that we took in Texas to align all of the
physi cians of what was accepted practice. | think
t hat hel ped a great deal

ACTI NG CHAI RVAN KATZ: Let's take one nore
guestion. Dr. Parris.

DR PARRI S: Yes, Bill. You said you
spoke to the senior class that year. D d you speak to
the directors of curricula of that particular nedica
school ?

Because, after all, that's where the
problemreally starts.

DR LEVY: Each year we would neet wth
the deans and sonme of the faculty of the nedical
school . I would do that every year. W also talked
about curricul um

Now, medical school «curriculum is very
difficult to get into sonebody else's turf, and our
issue was not just pain managenent, but ethical and
noral behavior, and that was a greater issue for ne
and proper behavior physicians. That had been

i ncorporated in sone of the faculty.
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Dr. MlLeskey may still renmenber when he

was still teaching at Scott & Wite, of ny visits
there and speaking wth the residents and the
students.

So pain managenent was only a small part.

It was nore ethical and noral and judicial behavior
that we expected of the students and physicians, and
that was incorporated in the faculty of all eight
medi cal schools in Texas.

ACTI NG CHAI RVAN KATZ: |"m going to take
the |last question, Dr. Levy, if |I may. The slide that
you have up there right now portrays the total nunber
of sanctions by state nedical boards, and just to
follow up on Dr. Ashburn's point, any idea of what the
total nunmber would be of sanctions by DEA |aw
enf orcenment, other agencies on physician --

DR LEVY: That | can't answer. W'd have
to get soneone fromthat field.

ACTI NG CHAI RVAN KATZ: Vel l, thank you
very nmuch for your presentation

DR LEVY: Thank you.

ACTI NG CHAI RVAN KATZ: | appreciate it.

DR LEVY: Thank you for |istening.

ACTI NG CHAI RVAN KATZ: What we'll do next

is go to Dr. Russell Portenoy from Beth |Israel
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Hospital in New York to give a presentation on opioid
t herapy of chronic pain involving trends.

DR PORTENOY: Good norning. |It's a great
pl easure to be here.

|"ve been privileged to be working in pain
managenent and opi oi d pharmacol ogy as an investigator
and educator and a clinician for a long tinme, and when
Dr. McCormck called nme up and asked ne to address the
panel, | was very honored to do that, but | sort of
struggled with what | could tal k about.

After a conversation, | pointed out to her
that | was old. She agreed --

(Laughter.)

DR PORTENOY: -- and junped at the chance
for me to provide sort of a historical perspective, to
try to contextualize the neetings for today and
tomorrow., and | really plan to do that inmm nently.

(Pause in proceedings.)

DR PORTENOY: Thanks.

It's useful first to take a step back and
to just point out to you what the obvious is, and that
is that all clinicians who have to address probl ens of
chronic pain have to deal with very conplex nedica
and psychosocial and functional disorders that relate

to each other in very conpl ex ways.
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The process of pain assessnment wusually
i nvol ves an attenpt to understand the pain in terns of
tissue danmage, neur opat hi c mechani sis, and
psychol ogi cal processes.

Then there's a higher order construct that
you can call suffering or disability. Now, those
words tend to be applied to different populations in
different ways, but it represents a construct for
trying to understand the overall inpact of the pain in
relation to the function of the individual, function
and quality of life, which can be influenced by so
many other factors Ilike other synptons, physica
i mpai rnments, social isolation, famly distress, role
di srupti on, ot her medi cal co-norbidities and
i ndependent psychol ogi cal and psychiatric di sorders.

So the process of treating pain begins
with an assessnment that incorporates this conplexity,
and then usually requires the clinician to go through
a process of attenpting to create a nulti-nodality
strategy that may include primary treatnent for the
pain etiology, if possible, but +then also the
application of a menu of approaches from a variety of
synpt omati ¢ t herapi es.

Every treatnment that can be used to treat

chronic and acute pain can be subsuned under these
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ei ght categories: the pharnmacologic, rehabilitative,
psychol ogi c, anest hesi ol ogi c, surgi cal ,
neur osti mul atory, conpl enent ary, and alternative
medi ci ne approaches, and |ifestyle changes.

And the process of treating chronic pain
patients which begins wth this conprehensive
assessnent usually ends up wth a strategy that
invol ves nore than just pharmacotherapy at least in
the context of nulti-disciplinary pain nanagenent
pr ogr ans.

The goal is typically both to inprove the

patient's confort and also to enhance quality of life

and functi onal capacity. In sone cases,
pharmacot herapy is enphasized as the rmainstay
approach. In other cases it tends to be de-enphasi zed
in lieu of other approaches, like the rehabilitative

and psychol ogi cal approaches.

| f pharnmacotherapy is considered to be
appropriate after a conprehensive nedi cal managenent,
the clinician has to position opioid anal gesics anong
a very large nunber of other anal gesics, and there has
been an expl osion of new drug devel opnent during the
past 20 years which has really totally changed the
armanment ari um now avail able to treat acute and chronic

pai n.
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Wen | first got into this field, we

really only used a very snmall nunber of nedications,
i ncludi ng nonopioid and opioid nedications. Now t he
nunbers are in the hundreds.

These pharmacot herapies, therefore, can
involved nay of a large nunber of opioid drugs,
nonopi oi d anal gesics, a very large and conplex group
of drugs called the so-called adjuvant anal gesics,
which are drugs that are on the nmarket for some ot her
i ndication other than pain, but can be analgesic in
sel ected circunst ances.

And then there are a large nunber of
syndrone specific drugs, such as the drugs that are
used for headache.

So if one focuses on opioid therapy, it's
inmportant, | think, to place that into the context of
a broader nunber of therapeutic approaches that can be
used to treat acute and chronic pain, and the context
of the broader nunber of analgesic drugs that can be
used to treat chronic and acute pain.

If one does that, we can then talk about
consensus perspectives in relation to the specific use
of opioid drugs.

Now, for a very long tine there has been a

consensus view that opioid drugs are the first line
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treatnment for severe acute pain and noderate to severe
chronic cancer related pain. But there has at the
sanme tinme been a large nunber of studies also
performed during the past two decades that have
suggested that despite this consensus perspective, the
rule out there in clinical nmedicine tends to favor
under treatnent.

Resear ch findi ngs t hat have been
accunulating in populations with acute pain, cancer
and AIDS pain, and pain at the end of |ife tend to
suggest that opioid drug use is contrary to published
gui del i nes which encourage the first Iine use of these
drugs in selected subpopul ations with these disorders;
that the patient outconmes achieved during opioid
therapy are worse in general nedical settings than
they are when the opioid drugs are used by
specialists; and that clinicians, in general, have
limted know edge about opioids and negative attitudes
about opioids that tend to conbine to contribute to
under treatnent.

There has been efforts made during the
past five to ten years to try to understand the
complexity of the problem of wunder treatnent, and
t here has been some research as well that has tried to

el aborate the specific types of under treatnent and to
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try to discern methodologies to potentially address
sonme of these subtypes.

At the present tine, there is a consensus
under standi ng that under treatnment is itself a conplex
phenonmenon that may involve patient related factors,
such as stoicism fear of addiction, fear of
nmedi cation side effects, desire to be considered a
good patient, one who doesn't conpl ain.

There are system factors, i ncl udi ng
fragmented care, lack of reinbursenent for drugs, and
then there are clinician related factors, including
poor know edge of pain nanagenent, poor know edge of
opi oi d pharmacol ogy, inadequate know edge of chem ca
dependency issues, and fear of regulatory oversight.

And so the problem of wunder treatnent
seens to be one that is quite real, supported by a
nunber of studies, and the problem of under treatnent
itself can be deconstructed into a variety of
di fferent conponent parts, any one of which can be
i nvestigated and redressed at a clinical |evel.

And there have been efforts to redress
under treatnent. (uidelines and consensus statenents
from prof essi onal societies have becone very conmon in
the last ten years. New standards, such as the one

you heard before by the Joint Comm ssion on the
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Accreditation of Health Care Oganizations, and
educati onal initiatives support ed by academ c
prograns, professional societies, and organizations
and i ndustry.

| will point out to you that during the
past ten or 15 years, the educational programm ng of
the pain professional societies has tended to be pro
opioid in the sense of trying to expand the vision of
pain specialists to include opioid drugs, and in the
educati onal progranms of which |I've participated in too
many too count, the problens related to chemcal
dependency have typically gotten short shrift.

The pain specialist comunity in the
prof essional ly guided educational progranms has really
paralleled the type of educational progranmng that
has cone out of industry.

So in the subpopulations with acute and
chronic pain where there is a great consensus about
the role of opioid therapy, there seens to be under
treatnent, and there seens to be a conpelling and
conpl i cat ed probl em

What about opioid use for chronic non-
cancer pain? \Well, clearly we are in a period of
rapi dly evol ving perspectives. Pai n specialists have

come full circle in their thinking about this. Dr.
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Levy gave you his own personal story. | think all of
the pain specialists in this roomwll tell you their
own stories about comng to new realizations about the
role and the positioning of these drugs vis-a-vis
ot her therapies for pain.

And there has now in the last few years
been a gradual diffusion of changes in the way pain
managenent is considered on the part of primary care
provi ders.

Pain specialists by and large 20 to 25
years ago had an early negative view of opioid drugs,
and this, again, was endorsed by Dr. Levy, and that
was typically because of the experience of nulti-
di sci plinary pain managenent prograns that appeared in
numerous articles in the nedical Iliterature. These
articles, al | of which were witten by good
practitioners who wer e observi ng a sel ected
subpopul ation of patients who were referred to chronic
pain prograns usually at a university center; these
articles suggested that opioids were associated with
poor function, associated with substance use disorders
and other psychiatric disorders, and associated wth
poor outcones, particularly those related to function.

As a result, the guidelines the pain

specialists followed two to three decades ago
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general ly excluded opioid drugs unless patients were
in dire distress, all other approaches had fail ed, and
the patients can be appropriately nonitored.

But in the last couple of decades, there
has been a seachange in the way pain specialists view
opioid drugs, and this has been acconpanied by an
increase in use of this therapy anmong all the other
approaches that have also been increasing in nunber
during the sane period of tine.

Wiy have pain specialists cone to feel
nore confortable with this therapy, to use it nmuch
nore? Well, there's been a slowy grow ng evidence
base, including a small nunber of random zed control
trials suggesting efficacy. This evidence base,
however, still is largely confined to |arge surveys,
anecdotal reports, and |less, much less in the area of
random zed controlled trials.

There's al so a nor e sophi sti cat ed
phar macol ogi ¢ understanding, nore reassurance from
regulators in |aw enforcenent that you just found out
about . There's been an influence of the broad
novenent to inprove acute pain managenent and cancer
pai n nmanagenent . This is from the Wrld Health
Organi zation, from the Aliance of State Cancer Pain

Initiatives, and many other organizations pushing to
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try to inprove cancer pain nanagenent and acute pain
managenent .

There has been pressure from the nedia
the nunmber of stories that highlight under treatnent.
I would guess if you added them up agai nst the nunber
of stories that highlighted the Oxycontin problem it
would still be far, far greater. The nedia has done,
by and large, a good service to patients in mnedicine
during the last ten years in highlighting the problem

of under treatnent.

And there also has been a strong and for
many of us in the pain nmanagenent field, a sense of a
positive influence on the part of the pharnmaceutica
i ndustry who contributed to educational progranm ng
for professionals that wuld otherwise not have
occurr ed.

As a result of this, the pain specialists
have gradually noved to a consensus view that opioids
do play an inportant role in treatnment of chronic
pain, and we now have consensus statenents that have
been published jointly by the American Pain Society
and the American Acadeny of Pain Medicine, the
American Society of Addiction Medicine, the Canadi an
Pain Society, and other organizations and societies,

all of which say the sane thing, that opioids should
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be used in the context of good nedical practice as
outlined previously. They should be positioned
appropriately against that very |arge nunber of other
t herapi es, many of which are non-pharmacologic in an
effort to inprove patient confort and enhance the
ability of patients to function.

That is now the consensus view on the part
of pain specialists. So what are the inplications of
this view?

And here I'Il nove to a set of inpressions
that | have that are born fromny conversations with a
very | arge nunber of pain specialists over a very |ong
time, and | put them here on the table, | think, for
di scussi on and consideration, again, in an effort to
contextualize what we're talking about here at this
nmeeti ng.

The first is that pain specialists believe
that opioids are significantly under used for chronic
nonmal i gnant pai n. And why is that? Because pain
specialists believe that many of the barriers that are
i npedi ng expanded opioid use are illegitimate, |ike
poor education, poor know edge, system issues |ike
poor funding for drugs and that sort of thing.

Because pain specialists recognize that

there are biases in the published reports from the
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mul ti-disciplinary pai n pr ogr ans, and so the
literature is still nmoving toward a better el enent of
bal ance, and because there are positive reports in the
literature and personal experience with patients that
suggest that these drugs are under used.

Secondly, pain specialists support the use
of opioid therapy by primary care physicians. This is
a very inportant point. Pain specialists believe that
opi oid drugs, opioid pharmacotherapy is wthin the
purview of primary care, and that's because the
barriers that would prevent it are viewed as
illegitimte.

W have the belief that the treatnent
principles to optimze opioid pharnmacotherapy are, in
fact, sinple, no nore conplicated than the treatnent
of many other nore challenging, equally challenging
nmedi cal disorders that primary care physicians treat.

We know that the pain epidemology is such
that even if you wanted to limt opioid prescribing
just to specialists, it wuld be very difficult to do
that with a very, very high prevalence of chronic
pain, the United States estinmated to be as high as 15
percent or nore, and a relatively small nunber of pain
speci al i sts. It is just inpossible for pain

specialists to accept this task if you believe that
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opi oid therapy should be an option for sonme of these
patients.

Pai n specialists feel overwhel ned when al
they do is wite prescriptions and nonitor opioid
prescribing, and there's the influence of advocates,
media, and industry trying to expand this to a |arger
nunber of physicians for the reasons outlined here.

But there's something else that's been
happeni ng, and this has only been happeni ng during the
past year or two in ny estimation, and that is that
pain specialists are beginning to perceive that there
may be problens that have not received enough focused
attention by the comunity of pain specialists, and
these problens largely relate to the interface between
pai n and chem cal dependency.

And this is now becom ng acknow edged by
pain specialists, for exanple, at the annual neetings
to a nuch larger extent during the past few years than
it has ever Dbefore. Many pain specialists have
i nadequat e knowl edge of addiction nedicine principles,
which are essential to the safe and effective
treatnent of patients.

| like to tell ny trainees, for exanple

that I went through nedical school, | went through an
internship, | went through three years of neurol ogy
SAG CORP
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training, and | went through a fellowship in pain
nmedicine and palliative care, and | never had a
| ecture on addiction nedicine.

CGCeneralists are adopting the therapy
wi t hout adequate know edge  of pain  nmanagenent
princi pl es. This we already knew, but also wthout
adequate know edge  of opi oid pharnacol ogy and
addiction nedicine principles and thereby perhaps
placing patients at risk for the adverse effects of
opioid drugs in this broad phenonenon of chem cal
dependency that wouldn't be there if the clinicians
had better skills and training in addiction mnedicine
princi pl es.

There's also been a tacit reluctance on
the part of supporters, including pain specialists,
those in the nmedia who have been portraying the
problem of wunder treatnent, patient advocates and
industry to discuss the legitimate risk associated
with opioid toxicity and abuse addiction because of
the concern that if we opened up Pandora's box and
tal ked about addiction and abuse, all of the progress
that has been nade during the past ten years would be
| ost.

This seens to be one of the nost troubling

aspects of the Oxycontin problem the concern anong
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those who have a very strong and legitimte concern
for patient care; that all of the discussion, and
particularly the intense nedia attention, may act to
actually reverse progress that has been nade in
destigmatizing opioid therapy, inproving the ability
of physicians to wuse it 1in an appropriate way,
increasing the chilling effect, if you would, so that
physicians don't prescribe and patients are nore
reluctant to take.

And because of that ~concern, in ny
estimation, there has been a bit of a tacit
understanding that we won't talk about this too nuch.

And now pain specialists, | think, are recognizing
that this has been a problem W do need to talk
about it. W need to address it in a proactive way,
and based on the science, and that's one of the
reasons we're all here today.

So what's the evol ving consensus of opioid
therapy? Qpioid drugs are still considered first |line
drugs for patients with severe or acute pain and
noderate to severe pain related to cancer or AIDS or
other life threatening illness. They are the mainstay
approach for these patients, and the real issue out in
the field is to train physicians to use it and reverse

under treatnent.
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But in addition to that, pain specialists
woul d now say that it would be appropriate to consider
opioid therapy for all patients, for all patients,
with noderate to severe non-cancer pain, but never to
prescri be unless there has been a very recent judgnent
about the various influences on prescribing based on a
conpr ehensi ve assessnent.

What is conventional practice for this
pain syndrone and this type of patient? Are opioids
likely to work well for this condition the patient
presents with? Are there reasonable alternatives to
opioid therapy? WIIl the risk of side effects for
opi oid drugs be relatively high? And are drug rel ated
behavi ors likely to be responsi bl e?

Al patients with noderate to severe pain
could be considered for therapy, but therapy should
never be offered to these patients until a
conpr ehensi ve assessnent is done and a recent judgnent
based on these sorts of questions is nmade on the part
of the clinician.

So what does safe and effective therapy
with opioid drugs require? It requires the know edge
and skill sufficient to assess pain and the relevant
nmedi cal and psychiatric co-norbidities. It requires

know edge of conventional pain treatnment sufficient to
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appropriately position opioid therapy anong other
t her api es. It requires know edge  of opi oi d
phar macot herapy, how to optim ze the treatnment once it
is initiated. It requires knowl edge and skills in
addiction nedicine sufficient to judge the risks,
nmonitor treatnent and handl e problem cases when they
occur. And it requires a commtnent to docunentation
and appropriate infrastructure for follow ng patients.

This is sort of the new view, in ny
estimation, of where pain specialists are in relation
to trying to pronote the concept of expanded opioid
t her apy. W want to pronote it, but we want it
pronmoted now with the understanding that it carries
obligations and responsibilities on the part of
clinicians who have to recognize the full panoply of
ri sks associated with this therapy, including the risk
of chem cal dependency, and attest to having the
know edge and skills necessary to give the therapy
safely and appropriately wth know edge of those
risks.

Safe and effective therapy mght also
require a pain specialist to be available as
consultants and pain specialists. Pain specialists
have a particularly strong obligation now to be

educated in principles of pain nanagenent and
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addi cti on nedi ci ne.

So if that's where we are as a comunity
of pain specialists, it nmay be worthwhile as a fina
effort to <contextualize this discussion just to
hi ghlight what | would see as the critical issues for
an ongoi ng revi ew of opioid therapy for chronic pain.

And | would suggest to you that you can
categorize the critical issues into three broad sets,
what | have terned the perceived risk of sanctions,
that is, the physician's concern that prescribing
pl aces him or her under risk of legal or regulatory
scrutiny of perhaps sanction. How does one establish
the effectiveness of this therapy? And how does one
understand its safety inplications?

First, the perceived risk of sanctions in
nmy view is alive and well, notw thstanding the clear
progress that has been made on the part of the
regul atory community to try to address this fear

About three years go | collaborated with
the Medical Society in the State of New York to do a
survey of 1,300 New York State physicians in order to
eval uate their views of opioid prescribing, and anong
the very large nunber of data that we collected was
the statistic that nore than 50 percent of these

physicians were noderately to very concerned about
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regulatory scrutiny, and 25 to 50 percent admtted
that they changed their prescribing practices solely
because of concern about regul ation.

At the sane tinme, | becanme privy to the
kinds of data that Dr. Levy pointed out to you, and I
can tell you that New York State, in ny view, is a
very enlightened state.

| nappropriate investigations, I t hi nk
woul d be extrenely uncommon in New York, and yet this
kind of fear is out there. So the perceived risk of
sanctions is alive and well. It needs to be addressed
as part of the issue of expanding appropriate opioid
prescri bi ng.

What about t he i ssue of opi oi d
effectiveness? It may be useful to think of opioid
effectiveness in ternms of three additional sets of
i ssues. Are all pain syndrones responsive to
opi oi ds? Can opioids be used over the long term or
does tol erance inevitably preclude |ong-termefficacy?

And what nust be done in order to achieve optinal
t her apy?

The concept of opioid responsiveness is
now well established in the pain literature, but I
woul d guess has not really |eeched out yet into the

general nedical literature. There is an understandi ng
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that pain in some populations is relatively highly
responsive to opioid drugs, nmeaning to say that
optimal therapy is capable of achieving a favorable
bal ance between anal gesia and side effects in a l|large
proportion.

For exanple, many thousands of patients
reported in surveys of cancer pain suggest that
somewhere between 70 and 90 percent gain this
favorabl e bal ance between anal gesia and side effects.

There's also been nunerous surveys of
patients wth non-cancer related pain, and these
surveys suggest that this favorable bal ance between
analgesia and side effects occurs wth a |ower
preval ence, somewhere between 25 and 70 percent, not a
very satisfying range, but that's what the literature
woul d suggest .

There's a small nunber of relevant RCTs,
suggesting that these drugs can be effective in
neur opat hic pain and those susceptive pain syndrones,
but we really have very little data by which to
under stand t he whol e phenonmenon of responsiveness, and
nost inportantly, we have no data that allows us to
predi ct which specific patient will not be responsive.

So we may say that certain popul ati ons of

patients are relatively nore responsive or |ess
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responsi ve based on these data. W are incapable of
saying that any characteristic of an individua
patient or an individual's pain syndrone predicts
opioid resistance. That at this point in tine can't
be said. It's a very inportant avenue for research.

So the conclusion for this is that opioid
t herapy probably can be effective for any kind of pain
syndr one, but the data are very |imted.
Responsi veness varies acr oss i ndi vi dual s and
subpopul ati ons, and responsiveness cannot be assessed
unless therapy is optimzed by individualization of
the dose, which speaks to the problem of determ ning
responsi veness even in the clinical setting.

And nost inportantly, we do not yet have
predictors of responsiveness that are clinically
useful .

What about the durability of the response?

It's <clear now that tolerance, which <can be
denmonstrated in a matter of days in animal nodels is
actually in human beings a very conpl ex phenonenon
Most patients stabilize at a dose for a prolonged
period of time, and in clinical practice the fear of
tolerance is a greater problem than its effect on
therapy. This is an issue |I think which is enblematic

of the limtations of clinical trials.

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

127

Clinical trials will allow us to do drug
devel opment and hopefully will neet standards set by
the FDA. dinical trials will be very -- it wll be

very difficult for <clinical trials to assess the
problem of tolerance. Studying tolerance in the
clinical setting is extrenely conpl ex because we don't
control the pain. The pain varies, and if we can't
control the pain, it's very difficult to know if
changes in the requirenment for opioid drug is actually
related to receptor or post receptor changes induced
by the drug, neaning to say the physiology of
tolerance or it's due to sone changes in the pain
i nduced by other processes such that patients need
nore medi cati on because they hurt nore.

So we can't really study tolerance, and
we're going to have to | ook at survey data in order to
try to understand the inpact of tolerance on clinica
practice, and | can tell you that based on a very
| arge experience in the cancer popul ation, worry about
tol erance is much nore of a concern than is tol erance
itself as an issue in clinical practice.

And what about achieving optiml therapy?

Qoviously 1 don't have time to talk about the
complexity involved in making a decision about which

opioid to select for a specific patient. What's the
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best method for individualizing the dose?

How aggressively should side effects be
treated in an effort to open the therapeutic w ndow
and nake sure that the bal ance between anal gesia and
side effects is favorabl e?

How does one nmanage the patient who is
poorly responsive to a therapy?

Agai n, these clinical issues for which we
now have nice consensus based guidelines in the
literature are very difficult to investigate and end
up in an evidence based |abeling by the FDA. This is
a great chall enge.

|f the FDA, for exanple, were to insist on
an evidence base for nmaking a selection of a specific
drug for a specific kind of pain or a nethodol ogy for
i ndi vidualizing the dose, the nunbers of studies that
woul d have to be done and the size of the popul ations
that would have to be studied would clearly stall
progress in this area for many, nany years.

This is not going to be solved wthout
collecting the accumulated clinical experience and
survey data to conpl enment new RCTs.

It's also inportant to point out that in
clinical practice the issues of inmport which | think

should be in the label, although, again, difficult to
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place in the |abel in any evidence based context, but
t he outconmes of inport for opioid therapy are not only
pain relief alone, but what kinds of side effects are
occurring and what the inpact of those side effects
are, what the functional outconmes of the therapy in
terns of both physical and psychosocial functioning,
and whether or not the patient is engaging in
responsi bl e drug taking behavi ors.

Clearly, anybody given an opioid drug
could be maintained free if the goal is anesthesia
not analgesia, but our goal typically is analgesia
with function, and so it is essential that these
outcomes be a part of good clinical practice and how
they end up in an evidence based |abel from the FDA
is, again, a great challenge that we'll have fun
tal king about for the rest of today and tonorrow.

What about issues related to safety? |
woul d suggest to you again that we could think of two
broad categories, whether or not there's any ngjor
organ toxicity or other adverse effects and what the
addiction liability is.

There's been a huge experience in both the
addiction literature and the pain literature,
suggesting that there is no mgjor organ toxicity from

opi oid drugs, but clearly persistent side effects can
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be a big problem

The issue of adverse cognitive effects is
now just beginning to get played out in studies. Most
studies do suggest that <cognitive functioning can
normalize with chronic therapy in at least a large
proportion of patients. Most pain specialists
advocate that driving is okay when they' re taking
opi oi d drugs.

Again, very difficult clinical judgnents
have to be nmade, and how that relates to new drug
devel opnment is a great chall enge.

The inportant issue for the discussion
today, | think, is the issue of addiction liability,
and this is where our great responsibility is. In
beginning to address the clinical needs of patients
with pain in away that pronotes appropriate opioid
use, that optimzes the benefits of these drugs and
mnimzes their risk in terns of addiction liability.

It's inportant to recognize now that the
definitions for addiction that have been in the
psychiatric literature for a long tine are wdely
considered by pain specialists to be problemtic, and
we now have a new consensus docunent recently
publ i shed by the Anerican Pain Society, the Anerican

Acadeny of Pain Medicine, and the Anerican Society of
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Addiction Medicine, all together which offers a new
definition for addiction.

And it's also inportant to recognize that
we have very, very few studies of addiction liability
in pain patients. The studies seem to suggest that
the occurrence of addiction in patients wth no
previous history of substance abuse during treatnent
of acute pain is very uncommobn

The devel opnent of addiction or abuse
behaviors during the treatnment of cancer pain in
patients with no prior history of substance abuse is
very uncommon, and the data would suggest that we
really don't know what we're doing 1in chronic
nonmal i gnant pai n.

W all have to agree that disease is an
addiction or that addiction is a disease. That's very
i mportant.

(Laugher.)

DR PORTENOY: And that ny speech therapy
is not yet over

W have to agree that addiction is a
di sease, a serious di sease with geneti c,
phar macol ogi ¢, and psychosocial elenments, and we all
have to agree that we have to distinguish it from

t ol erance, physical dependence, and a concept commobn
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in the pain community called pseudo addiction, which
is a devel opment of aberrant drug related behaviors
driven by uncontrolled pain, which can be elimnated
if pain were better relieved.

W all have to agree that addiction
includes -- that the definition of addiction in the
nmedi cal context is best if it includes constructs |ike
| oss of control, conpulsive use, use nondescript harm
and craving. That's the best way to consider
addiction in a nedical context. That's what the new
definition from APX, AAPM and ASAM hi ghli ghts.

And we all have to understand that because
addiction is understood in terns of these behaviora
phenonena, it is only diagnosed by the occurrence of
aberrant drug rel ated behavi or.

The whol e concept of aberrant drug rel ated
behavi or about which | think you'll hear nore in a
lecture, | think, later is really, | think a very
inmportant trend, is a very inportant understanding for
physicians, but one that has received alnpst no
enpirical investigation so far

W know that sone patients who are given
opi oi d drugs devel op behavi ors that physicians view as
probl emati c. Some of those behaviors are very mnor

ones, like taking an extra pill to help them sleep at
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ni ght. Some are nore egregious, like grinding up a
t abl et and injecting it i ntravenously, doct or
shoppi ng, becom ng inebriated and crashing a car.

And we know that this spectrum of
behavi ors can occur whenever we're using these drugs.
These are all aberrant drug related behaviors. But
clinicians also recognize that aberrant drug rel ated
behaviors may or may not reflect addictive disease.
sonme patients with aberrant drug related behaviors
wi Il have this concept called pseudo addiction. Sone
wi Il have other psychiatric disorders associated with
i mpul si ve drug taking behavi or

Some wll have an encephal opathy, a
confusional state that drives themto take mnedications
in the wong way. Sonme will have fam |y disturbances
that drive aberrant behavior, and sone wll use these
drugs aberrantly for the purpose of crimnal intent.

And so part of what we need to do as
clinicians is to understand the spectrum of aberrant
drug related behaviors and also help clinicians
under st and how to di agnose t hose behavi or s
appropriately so they can be nanaged.

That | would love to see in the |label. So
aberrant drug rel ated behaviors have to be nonitored,

di agnosed, managed, and the underlying disorder
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driving the aberrant drug rel ated behaviors have to be
treat ed.

In some situations opioids have to be
stopped in that context because it's the right thing
to do. |In other cases, opioids should be continued if
the controls that can be created in prescribing are
sufficient to allow the patient to regain control over
opi oi d use.

These are subtleties and challenges in the
clinical practice of opioid pharmacot herapy that have
not really been portrayed in the educational
programm ng by the professional societies, clearly not
in the educational programm ng of industry during the
past 20 years, and not in the |abels and the consensus
statenments tha have been driving opioid use or
pronoting opi oid use anong clinicians.

These are the kinds of issues now that
have to be brought out if we are going to have nore
appropri ate opioid use.

So how can one then contextualize opioid
therapy? 1In ny owm view, again, as a clinician and as
an educator in this area for a long tine, | view
opi oid pharnmacotherapy as an approach wth an
extraordinary promse to help patients with chronic

pain of all different types achieve a degree of
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confort and a level of function and an inproved
quality of Ilife that would otherw se be inpossible
even with the best that nedical practice has to offer.

These drugs have that prom se, but there
are also substantial risks. Opi 0i d phar macot her apy
shoul d be pronoted and expanded anong the prinmary care
community, but it has to be done with the proviso that
it carries clear obligations and responsibilities on
the part of prescribers. Prescribers have to be able
to assess and reassess, to give the drugs in a
skillful way, to have sone know edge of addiction
medicine principles so that aberrant drug related
behavi or can be picked up, appropriately dealt wth
and noni tored over tine.

And the physician has to be wlling to
docurment and communicate, and that neans wth all
parties concerned, all the constituencies, those in
the regulatory and Ilaw enforcenent conmunities,
pharmaci es, patients and famlies and coll eagues.
That kind of docunmentation and comunication is now
fundanental with the therapy of this type.

Thank you for your attention.

(Appl ause.)

ACTI NG CHAI RVAN KATZ: Thank you very

much, Dr. Portenoy for a wonderful synthesis of a very
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conmpl ex topic, as al ways.

W are still ahead of schedule, although
everyone is probably aching for that break that is
goi ng to happen soon. Wuld you be willing to take a
few questions after a break? WMaybe that woul d be --

DR PORTENOY: Watever you |ike.

ACTI NG CHAI RVAN KATZ: Ckay. Wy don't we
go ahead and take a break right now until five m nutes
after 11. W'Ill start pronptly then with Dr. Portenoy
addr essi ng any questi ons.

(Wher eupon, the foregoing matter went off

the record at 10:50 a.m and went back on

the record at 11:13 a.m)

ACTI NG CHAI RVAN KATZ: Coul d everybody
start taking their seats, please? Could people start
taking their seats? Coul d everybody please take a
seat? |'d like to get the rest of the norning session
started.

Thank you for turning up ny mc, whoever
just did that.

Wiy don't we go ahead then and give Dr.
Portenoy a few mnutes to answer questions. ' ||
take about five or six mnutes for questions for him

There are certainly many inportant issues that he

touched on in his discussion, and |'m sure that there
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will be many questions for people around the table for
hi m

So any questions from around this table
for Dr. Portenoy? Dr. Hol nboe, please

DR HOLMBCE: Hi, Eric Hol nboe from Yal e.

| wonder if you could speculate for a
nonent . You tal ked a |lot about per sona
accountability for those who describe these things.
One of the things though that often gets left out in
this discussion is what is our accountability for the
practice and quality of care of our peers,
particularly when we see that they my not be
practicing up to standards.

In ny comunity that's a big issue, and
it's often one that other physicians who know ngly see
the deficiencies in the care being provided by one of
their colleagues fails to act on that. | wonder if
you mght coment on how that would apply in this
particul ar situation

DR PORTENOY: Vell, | think it sort of
goes W thout saying that it's a conplex issue, and I
would like to think that we would cone to rely on
systens rather than on individuals. | think to the
extent that you place the onus on individual

physicians to do those kinds of judgnments, you're
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going to see such scatter in terns of the quality of
t hose judgnments and what ends up happening that it's
probably going to work to the worsening of the system
overal |.

If you' re lucky enough to work in a
hospital, especially a hospital in the New York area,
you will probably be regaled with quality inprove and
gquality assurance systens that essentially allow
physicians to nmake reports to senior |eadership and
then for an investigation to follow that's quiet
initially before any action that would be untoward
occurs.

So | think the answer 1is, yeah, we
certainly have obligations, if you see nual feasance or
sonmething that's particular dangerous for patients,
but unless we get at that as a systens issue, | can't
really see howit's going to really work out.

ACTI NG CHAI RVAN KATZ: Just a point of
order for the folks around the table who are actually
keeping a list of people who want to speak in order
and if you do want to ask a question, just raise your
hand and you'll be put on the list here.

The next person is Jeff Bl oom

DR BLOOM  Thank you.

| wanted to ask a question about it's
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difficult enough for patients to get a prescription
for an analgesic and for people with chronic pain,
there's a pretty good docunent of literature that you
need a baseline nmedicine to treat your chronic pain,
but you al so need a nedicine for breakthrough pain as
well to have adequate pain control, and that when
peopl e are inadequately treated, they tend to run into
problens with their pain nanagenent.

What suggestions woul d you have to be able
to better educate people about the need to have two
medi cines in order to properly control severe chronic
pain in patients?

DR PORTENOY: R ght.

DR BLOOM And the fear that doctors have
about writing, you know, with two prescriptions.

DR PORTENOY: | think that's one of those
guestions that actually has nultiple levels to it. At
a clinical practice level, one of the goals is to try
to train physicians to have the skills to know which
patients do best, would do best potentially with a
basel ine drug and a breakt hrough drug, which for any
nunber of reasons would do fine with just one or the
other, and if you expand the thinking about that a
little bit, you're really talking nore about

pol ypharmacy with nmultiple controlled prescription
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dr ugs.

And clearly anong the conmunity of pain

specialists, there's an understanding that many

patients will need nultiple controlled prescription
dr ugs. They' || need opioids or maybe two opioids.
They may need a psychostimul ant. They may need a

benzodi azepi ne.

And so there's the issue of the increasing
concern of regulatory oversight as one prescribes nore
and nore -- one uses pol ypharmacy with multiple drugs,
and then there's the issue of the labeling again. To
what extent as one thinks in ternms of what studies
have to be done in order to establish the safety and
efficacy of a drug does one think about needing to do
interaction studies and conbi nati on studi es?

If it is true, for exanple that it's now
fairly comon practice to conbine an opioid wth a
psychostinul ant, who's going to require those studies
to be done? Wio's going to pay for those studies to
be done? Which psychostinul ant, what dose?

Is that something we should put in the
| abeling of opioid drugs, that treatnment of side
effects is essential during therapy and these nmay
i nclude XYZ and, oh, by the way, psychostimulants, or

is that sonething that shouldn't go in the | abel unti
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the interaction studies, are done?
So | think there's the issue of clinica
d there's the issue of regulation. The

is the consensus anong the community of

pain specialists is that polypharmacy is clearly

appropriate

in the subgroup of patients with chronic

pain and that that may involve nore than one opioid

and t hat

may involve opioids plus non-opioid

control | ed drugs.

ACTI NG CHAI RVAN KATZ:  Dr. Sm |l ey.

DR SM LEY: Just thanks for a great

presentation, by the way, Dr. Portenoy.

DR PORTENOY: Thank you.

DR SMLEY: But |I wanted to ask you. You

had nentioned all of the knowedge that a pain

speci al i st

ought to have when dealing with chronic

pain and prescribing these drugs, know edge of your

recogni zi ng

addi ctive behavior, know ng addiction

nmedi ci ne, pharmacoki netics, pharnmacodynam cs, and then

you of necessity said that obviously these drugs need

to be prescribed by general practitioners, famly

nmedi ci ne,
physi ci ans,

t he same thi

202/797-2525

however we  want to classify those
and then inplied that they needed to know
ngs.

and while that's wonderful, and | agree
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everyone should know everything, it's not that
practical, and |I'm not sure what the question is, but
| wanted you to --

(Laughter.)

DR SMLEY: -- | wanted you to expand.
Yeah, | know. That's too bad, but | wanted you to
expand on that a little bit.

DR PORTENOY: Sure.

DR SMLEY: Wat do you actually nean?
What do you expect because, you know, there's talk of
regulation of these sorts of drugs and who can
prescribe them What do you expect the general
internist, the famly practitioner to really know
about these issues, you know, in opioid prescribing?

DR PORTENOY: R ght. That's a great non-

guest i on.

DR SM LEY: Yeah, thanks.

(Laughter.)

DR PORTENOY: That's a really good non-
guest i on.

You know, the older | get the nore | am
convinced that clinicians have to have sone
under st andi ng about the paraneters of generalist |evel
know edge and the paraneters of specialist |evel

know edge, and that we have an obligation not to do
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anyt hing therapeutically unless we have sone assurance

that we have generalist |evel know edge.

So, for exanpl e, I don't treat
hypertension at all. |"m a neurologist and a pain
speci al i st. | don't treat hypertension at all. I

really feel that the changes in the field have been so
dramatic since | did ny internship that it would be
doing a disservice to patients because | |ack even
basi ¢ generalist |evel know edge of the treatnent of
hypert ensi on.

And | think for sone primary care

physicians it would be totally appropriate to say, "I

just have not gotten the tine. | don't have the
i nterest. I'm too worried about X Y, and Z to
acquire general i st | evel know edge of opi oi d

phar macot herapy. So | don't do that."

| will refer you to another physician who
will consider it, but there is a body of information
and skills, I think, that <could be viewed as

generalist |evel know edge for opioid pharnmacot herapy.
It includes the techniques to optim ze the treatnent.
How does one select a drug, individualize

the dose, and treat side effects?
It includes the nonitoring of outcones,

whi ch includes pain relief, side effects, physical and
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psychosoci al functioning, and the occurrence of
aberrant drug related behavior, and it includes
knowi ng what to do when the outcones are not going in
the direction that you want themto go in.

And that mght nean when to refer
patients. If a patient is engaging in aberrant drug
rel ated behavior, you nmay say, "Wll, 1 don't know
what to do now. So I'mgoing to just wite you scrip
for the next week and refer you to the | ocal addiction
nmedi ci ne specialist who's going to help me understand
this, what these behaviors represent,” or it may be
that that person has enough skills to nanage it.

But | really think that what we have to
try to do as educators is to begin to define that body
of knowl edge and skills that can be reasonably call ed
general i st | evel and t hen mandate that for
prescribers, and if you don't have it, don't do it.
Don't prescribe.

ACTI NG CHAI RVAN KATZ: Dr. Schuster.

DR SCHUSTER First of all, let me say
that 1'm very pleased with your presentation about
the area of addiction. | also want to assure you that

your experience in terns of your training a long tine
ago tragically has not changed that much today. 1've

been at four major universities, and we're lucky if we
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can get two to three hours of curriculumtine in the
nmedi cal education for addictions.

| think -- and this is a statenent, but
I"d like your reaction to it -- | think we have to
di stinguish between two types of problens here, the
nai ve doctor who is conned into prescribing opiate
anal gesi cs by an addict versus the individual who may
have a predisposition to addiction or iatrogenic
dependence or addicti on.

And | think that we can train individuals
to be nore sensitive to the cues that soneone is an
addict, and that's fairly easy. | think we know very
little about how to predict who is going to becone
addicted through their legitinmate treatnent with an
analgesic, and | think this is an area that badly
needs to have nore research done.

DR, PORTENOY: My comment is | agree
totally. W have tried to do some survey work on
establ i shing the preval ence rates for various aberrant
drug rel ated behavi ors. Steven Passik, who wll be
speaking later, and | did a small survey at Menoria
Sloan Kettering Cancer Center of 60 patients wth
cancer related pain asking about a variety of aberrant
behavi ors.

We found out that nore than half of those
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patients had borrowed benzodiazepines from their
famly nenbers, and so we began to ask not only what's
the prevalence of these behaviors, but what's
normative and what's aberrant.

And so we don't really have any clear
under standi ng  of what constitutes an aberrant

behavi or, particularly the word "aberrant" itself has

a sociology to it. It suggests certain norns that we
may not agree on, different -- we may not agree for
them in terns of certain popul ations, certain

di fferent groups of prescribers.

So it assunes that we have norns that are
sort of squishy at this point. It assunmes that we
know whi ch behaviors would be outside of those norns,
and we don't know the prevalence rates or how to
nmonitor it.

So | think you' re absolutely right. It's
a huge probl em

Now, having said that, the fact is we
can't wait for those studies to be done in order to
i nprove opioid prescribing or the prescribing of any
controll ed prescription drug, and so you have to bring
down to the level of primary care provider sone very
simpl e gui delines that help that person understand.

Some woul d advocate the use of a witten
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agreenent in every case. | don't advocate that, but I
do advocate an assessnent of these behaviors at every
visit, and | also advocate creating a structure for
prescribing that it would be consistent wth a
percei ved | evel of risk.

If you have a young man who admts to
heavy marijuana use in college and now has a work

injury with chronic | ow back pain, you mght insist on

relatively frequent visits, bring the pill bottles
back. I need to have you use only one pharnacy, and
os forth.

| f you have an 80 year old cancer patient
who has been a teetotaler her whole life, it mght be,
"Here, six nonths of drugs. See you later," or
t hereabouts. |'mnot serious.

(Laughter.)

DR PORTENOY: Any of you who are
regul ators, I'mjust --

(Laughter.)

DR PORTENOY: It's just hyperbole. I
don't actually do that.

But you get ny drift. M drift is that we
need to do that, and | think, again, the issue of
| abeling for nme and this issue of |abeling in relation

to educational progranmng, it has to evolve to
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reflect that clinical reality and take those steps, to
state certain things that we know to be true or we
know are likely to be true, even if we don't yet have
the clinical studies to do it in an evidence based
ki nd of way.

ACTI NG CHAI RVAN KATZ: Dr. Fol ey.

DR FOLEY: Russ, thanks again for your
present ati on.

In presenting it in this way, however, you
have sort of bought into the belief that cancer pain
is one category which has no scientific basis in a
sense that's any different than -- cancer chronic pain
is any different than chronic pain. It's a different
popul ation that has a different social and cultural
and perhaps prognostic significance, but it has no
science difference to it.

And we've created sort of a libera
perspective toward the cancer popul ati on because they
carry that |abel, and we |abel drugs and devel op them
and way for <chronic cancer pain, but there's no
sci ence here.

So would you want to perpetuate that or
woul d you want to nove it to a different agenda?

DR PORTENOY: Yeah, that's really a great

level, and | think over coffee you and | can nove it
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to that agenda.

| couldn't agree with you nore, and in
fact, sone of the data com ng out now from random zed
controlled trials which are conparing opioids to non-
opi oid conventional treatnents mght have us evolve
our perspective and begin to say that opioids mght be
the first line drug for the treatnent of post hepatic
neural gia or other kinds of neuropathic pain if you
| ook at the enpirical data from random zed controll ed
trials.

And | agree totally wth what vyou're
saying, but, however, in an effort to historically
contextualize what we're tal ki ng about today --

DR FOLEY: Yes, yes.

DR PORTENOY: -- | chose to buy into that
because | think one of the things we're concerned
about as an outconme of this neeting and other things
happening at the regulatory level is that a backl ash
is possible, and that the novenent to bring nore
appropriate opioids prescribed into primary care coul d
have a major setback, which could ultimately even
affect negatively what we're trying to do with cancer
pai n.

So one of the slides | said is that you

m ght consider opioids for every patient with noderate
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to severe pain, but you have to consider certain
issues, and one issue s what s conventiona
practice, and so supporting the idea that opioid
therapy is mainstay for cancer pain and acute pain
that's the conventional practice. W should buttress
that and then bring the rest of our prescribing along
in that same nodel, | would think.

ACTI NG CHAI RVAN KATZ: 1'Il take one nore
guestion, and actually it's Mtchell Max.

Let nme just rem nd people around the table
that when vyou're done speaking, turn off your
m cr ophone. There's sonme sort of feedback problem
that occurs if you don't shut it off.

DR MAX: Russ, | wanted to nention a
couple of large NIH supported random zed trials that
actually mght suggest that opioids for neuropathic
pain mght be the first choice from the view of
efficacy, and | can get those for ny FDA coll eagues if
you want .

| mean, one is a study that we hel ped
Sirinivasa Raja do at Hopkins with 73 patients where
in a conplete crossover norphine was conpared to
nortriptyline, maxi mum  doses in post hepati c
neur al gi a, and norphine on nost neasures beat

nortriptyline. Thirty-four percent of people had an
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adequat e response to norphine conpared to 19 percent
on nortriptyline, and both beat placebo.

And if you do the cal cul ations, that cones
down to there's about one patient in six or seven that
got relief, clinically neaningful relief, from
nor phi ne, but got nothing fromthe nearest conpetitor.

So on the efficacy side, that's the plus side.

And the other one that was presented only
in abstract form at the Anerican Pain Society, but
will probably also be published in the next year or so
is by Mke Rowbathan, UC- San  Franci sco, NI DA
supported. He actually did look to the higher end of
the dose range of opioids and neuropathic pain. It's
one of the first dose response studies, and he
conpared | ow dose to high dose |evorfanol (phonetic)
over eight weeks, and the Ilow dose was three
mlligrans a day, which is actually probably
equi valent to about 90 mlligranms of norphine, and he
showed that the three tinmes that or about 270
mlligrams of norphine equivalent a day handily beat
it.

So it raised the issue not only we haven't
shown a dose response for any other above the usual
| evel s of gabapentin or tricyclics. So maybe the

opioid is just Iike we know in cancer pain, has a dose
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response curve that keeps going up and up. Maybe even
a higher dose of opioids are better, which raises nore
i ssues about what's the cost of providing this.

So if opioids -- and both of these studies
showed there was no cognitive effects at all wth
careful testing. So if opioids are the best in
advocacy, we certainly don't want to say the primary
care doctors can't prescribe that, and we need to pay

better attention to the risks, too.

DR PORTENOY: | agree.

ACTI NG CHAI RVAN KATZ: Vell, wth that
nice ending, | know there are a few nore people who
had questions, and | apol ogize for that. W'l need

to keep to the schedule, but we do have sone
unstructured time for question and answer after the
next presentation, and so | would encourage people to
hold their questions just for a short period of tine.

Now we' Il have Gerald Dal Pan from the FDA
speak about opiate analgesic trials and drug
devel opnment pl ans.

MR  Dal PAN: kay. Wl l, thank you, Dr.
Kat z.

Good nmorning to the conmttee nenbers and
t he guests.

W're certainly heard a lot this norning
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about different aspects of opiate drug treatnent, a
wi de range of issues, and I'd like to focus in on sone
of these issues now as we pose sone discussion points
for the commttee.

And specifically | want to talk about
sonething that Dr. Portenoy brought up, and that's
drug trials to establish the efficacy of opiate
agents.

kay. W want to talk about two things in
this regard. There will be the choice of the patient
popul ations in the clinical trials, as well as the
duration of clinical trials to support efficacy for
chroni c opiate treatnent.

So the choice of patient population in
clinical trials of opioid analgesics is a crucial
element in the clinical devel opnent of these agents,
and it's going to be the focus of part of our
di scussion later this norning.

Features of the patient population in
clinical trials that require inportant consideration
i nclude, anong others, the intensity of the underlying
pai n, the underlying disease that's the cause of the
pai n, the pathophysi ol ogi c mechani sns of the pain, and
the duration of the treatnent needed.

Because the clinical trial data form the
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basis of the product's approved indication and
| abeling, the clinical trial data are an inportant
source of information to health care providers and to
patients. Inclusion of patient populations in
clinical trials that are representative of the actua
use of the product is, thus, inportant.

So to gain insight on the actual use of
opi oid analgesic use in the United States and on the
tenporal trends in prescription opiate use, we've
obtai ned drug utilization data from two surveys, the
Nati onal Prescription Audit Plus, or NPA Plus, and the
Nati onal Di sease and Therapeutic Index, or NDTlI, both
by I M5 Heal t h.

These data were analyzed by the Ofice of
Drug Safety at FDA, and the purpose of these anal yses
was to quantify the changes in the nunber of
prescriptions dispensed and the indications for which
t hey were di spensed over the period 1996 through 2000.

The focus of the analysis was on out-
pati ent usage of oral and transdermal formul ations of
opi ate anal gesics, and for this analysis we used ten
commonly used opioid anal gesics. W excluded cough
and cold preparations, injectable fornulations and
rectal formul ations.

NPA Plus is a cross-sectional survey of
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di spensed prescriptions from pharmacies in the

continental United States, and these include chain,

i ndependent, nass nerchandi sers, food stores, |ong-
term care, and il order pharnaci es. Tot al
prescriptions, both new and refill are projected

nationally fromthis sanple.

Now, here | apologize to the commttee for
your handouts. The two per page printing does not
print inbedded tables, and the Executive Secretary,
Ms. Topper, has told nme she will be able to get you
the full slides after the neeting.

This slide presents the estinmated nunber
of dispensed opioid prescriptions for the years 1996
and 2000, as well as the percent change in the nunber
of dispensed prescriptions from 1996 to 2000. The
nunbers presented are in the thousands. Thus, in the
year 2000 an estimated 163,023,000 prescriptions for
opi oi ds were dispensed, and during this period, there
was a 27 percent increase in the nunber of dispensed
opi oi d prescriptions.

NDTI is also a cross-sectional survey in
the continental United States of visits to office
space practitioners. Drug nentions or uses are
captured, and these are linked to other information in

the nedical office visit record, including diagnosis,
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and for the purpose of this analysis, only diagnosis
was exam ned.

This slide here presents the nunber of
opioid prescriptions in thousands for the top six
di agnostic indication categories out of a total of 18
total large level categories, which is all we
anal yzed.

As in the NPA Plus data, cough and cold
preparations are excluded, as are injectable and
rectal formul ations.

The two i ndi cation cat egori es t hat
accounted for the greatest nunber of opi oi d
prescriptions were the first one, which is special
condi tions wi thout sickness, which includes conditions
such as post surgical conditions, and the second,
which is diseases of nuscul oskeletal and connective
ti ssue, which includes conditions such as back ache,
| ow back pain, osteoarthritis, arthritis, and other
joint pain.

Injury and poisoning, whi ch includes
conditions such as sprains and fractures, and another
category defined as synptons, sign, and ill defined
condi tions, which include conditions such as headache
and abdom nal generalized or chest pain, also account

for a substantial nunber of prescriptions.
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O her cat egori es of i nterest are
neopl asns, such as neoplasns of the |lung, breast,
colon, and prostate, and diseases of the nervous
system and sense organs, such as mgraines, otitis
nmedi a, carpal tunnel syndrone, and neuropat hy.

And with the exception of nervous system
di sease, which is relatively flat at a mnus one
percent change over the five year period, there were
five year increases ranging from ten percent to 34
percent for the other five indication categories.

So this gave us an idea of how opiates are
being used. | want to turn our attention now to what

the | abel says about the indications for these drugs,

and again, | think the conmttee nenbers don't have
this on their handouts, but what | have up here are a
nunber of | abel indications for some currently

mar ket ed opi oid anal gesic products, and as the slide
shows, nost of these labeled indications are
relatively broad, for exanple, sonething like for the
relief of noderate to severe pain without any further
speci fication.

And these indications generally then
extend beyond the scope of the clinical trials that
form the basis of the product's approval. In fact,

for many of the older opiate analgesic agents,
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clinical trial data are not included in the |abel, and
with a few exceptions, nost |abels do not indicate
whet her the product is for long term managenent of
chronic pain or for short term nmanagenent of acute
pai n.

Some opioid anal gesics brought to narket
nore recently, however, do contain data from clinical
trials, and these data can then potentially allow
physi ci ans and other health care providers to use that
trial data to put the drug's indication into a
clinical context and, thus, hopefully better informng
physicians regarding the choice of agents for their
patients.

And so in view of both this increasing
nunber of prescriptions and the inportant role that
these clinical trials have in the labeling of the
product, we want to focus sone of this norning' s |ater
di scussion on the clinical trials that are used to
establ i sh effectiveness of opioid anal gesics.

So on the next slide here, we' ve
summari zed sone of the variety of patient popul ations
that have been used in recent new drug applications
for opioid analgesics, and patient populations here
vary. So one way is to define entry criteria based on

intensity of pain without regard to etiol ogy.
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For exanple, the devel opnent program for
drug two includes a trial enrolling patients wth
chroni ¢ malignant or nonnal i gnant pai n.

A second way is to put sone restriction on
the etiol ogy. For exanple, the devel opment of drug
four includes a trial for cancer pain, but does not
further specify the pain, such as bone pain.

And a third option is to include pain due
to a specific condition. For exanple, the devel opnent
of drug one has two trials, one for chronic |ow back
pain, and one for osteoarthritis for the hip or knee.

So you can see that sone devel opnent plans use very
narromy focused patient populations. O hers use
broadly focused patient popul ations.

Now, t he narrow y defi ned pati ent
popul ati ons, such as patients with osteoarthritis or
| ow back pain, the trials using these popul ati ons nmay
afford a better chance to denonstrate a clinically
beneficial effect to the drug by reducing the patient
het er ogenei ty. The results of the trials, however
may have Ilimted wutility when deciding to treat
patients w thout one of the conditions under study.

Do successful trials with chronic | ow back
pain and osteoarthritis provide a sufficient rationale

to use the drug to treat another type of chronic pain,
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such as chronic bone pain due to netastatic cancer?

On the other hand, trials that enrol
patients with a broad spectrum of pain indications may
better reflect actual practice. In these situations
t hough, patient heterogeneity may limt the ability to
detect a true treatnent effect of the study drug.

However, careful design and sanple size
considerations may partly overconme this problem | f
the study drug is shown to be effective, it's not
clear, however that the result would apply to all pain
conditions included in the entry criteria or if there

are sonme pain conditions that do not respond to the

st udy drug.

Now, subgroup anal ysis nmay shed sone |ight
on that issue, but the relatively small nunber of
patients included in these analyses can nake
interpretation of the data often difficult. |If these

studies are successful and the drug is approved, is
there sufficient rationale to treat patients with a
chroni ¢ nuscul oskel etal condition, such as chronic | ow
back pain, even if chronic | ow back pain patients were
not represented in the study?

So defining the appropriate patient
popul ation for entry into clinical trials of opioid

analgesics is of inportance to us as we consider
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clinical trial design.

We turn our attention now to the duration
of treatment in clinical trials. Because opiate
anal gesics are used to treat both acute and chronic
pain, it's inportant that opioid drug products
intended for the treatnent of chronic pain or that
have the potential for treatnment of chronic pain be
studied in such a setting.

Wiile many trials of opioid analgesics
have been performed to denonstrate efficacy in short-
term studies, the clinical setting of chronic pain is
often different from the clinical setting of acute
pain, and clinical trials for chronic pain nust
account for these differences in order to provide
meani ngful information to patients and physi ci ans.

So in light of that, we're posing two
di scussi on questions here for the committee. First,
we'd like you to discuss the target population for
various opioid fornulations and what factors you
consider in making this determ nation.

And, second, in the context of clinical
trials to support an indication for chronic pain, we'd
ask you to discuss the need to assess sustained
efficacy over the duration of the trial.

Thank you.
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ACTI NG CHAI RVAN KATZ: Thank vyou, Dr.

Dal Pan.

Now, there are a lot of issues to discuss
here, and what |I'm going to try to do with the help
and support of the conmttee, which I'"msure that 1'I]
have, is to focus the question in sone clear way.

Wiat |I'd like to do, first of all, M.
Dal Pan, is to ask if there are any specific questions
from anybody around the table about the content that
Dr. Dal Pan presented just now before we actually get
to answering the questions.

(No response.)

ACTI NG CHAI RVAN KATZ: Vell, that was
easier than | thought.

Wiat I'd like to do nowis to proceed with
addressing the questions, and what I1'Il do is 1"l
repose the questions that Dr. Dal Pan has asked and

which are reflected in the briefing materials that

everybody received. | will repose each question in
what | think will be a sem -focused way, and |I'Il hope
that everybody will help nme by focusing on the issue
at hand as nmuch as these issues are all really

interrel ated.
And what | would ask the people on the

committee to do in your response is to try to focus
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primarily on the clinical issues that need to be
reflected in the clinical trials rather than cone up
with a specific prescription, like, oh, you should do
a cross-over trial for this or obviously the trial
shoul d be four nonths or sonething |like that, because
that's going to be | ess useful for the discussion.

So try to bring out the clinical issues
that we need to understand better with our clinica
trials will be of nmbst use to us.

Let ne begin as follows. I'd like the
group to discuss the issue of what determ nes whether
a patient with chronic non-cancer pain should receive
opi oi ds. It seens clear from the statenments that
we' ve heard from our speakers already that the use of
opioids for long term in patients with cancer pain
falls within the general consensus of therapy these
days, as well as for severe acute pain.

But where many of the issues arise that
need to be reflected in our clinical trials is in the
use for chroni c non-cancer pain.

So the first thing I'd Iike us to address
is what determines in clinical practice whether a
patient with chronic non-cancer pain is or is not
appropriate for opioid therapy, and does that actually

refl ect who gets opioid therapy in clinical practice?
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Dr. Portenoy, why don't you start since it

| eads directly from the slide that you showed us
bef or e?

The questi on: what determ ne which
patient with chronic non-cancer pain is appropriate or
not for long-termopioid therapy?

DR PORTENOY: In clinical practice?

ACTING CHAI RVAN  KATZ: In clinical
practi ce.

DR PORTENOY: Vell, clearly part of the
issue is the expressed severity of the pain. So

patients who have nobderate to severe pain mght be
consi dered candi dates for trial of opioid therapy.

O her issues that play into the decision
in the clinical arena is whether or not there's a
reasonabl e expectation that an opioid drug is the best
drug. A good exanple of that mght be, for exanple,
patients with trigemnal neuralgia. There are sone
patients wth trigemnal neuralgia who say that
opioids are helpful, but there's a |large experience
and lots of clinical trials to suggest that aborting
t hat kind of pain syndrone m ght be better
acconplished with an anti-convulsant drug wth an
opi oi d drug.

So the necessity of considering the type
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of pain syndrone, the severity of the pain, and then
these other factors that | tal ked about before, what
is conventional practice with respect to that patient
popul ati on and pain syndrome? Wat is the |ikelihood
of adverse events given the patient's nedical co-
norbidities?

The decision to pursue opioid therapy, for
exanple mght be nore difficult if the patient has
severe chronic obstructive pulnonary disease than if
the patient doesn't.

And then finally, what's the I|ikelihood
that the patient will be a responsible drug taker?

ACTI NG CHAI RVAN KATZ: Maybe you coul d
just el aborate on that a little bit before we go on.
Are there any specific types of patients or types of
syndrones or popul ations that you feel a priori would
generally not be appropriate for |long-term opioid
t herapy in the nonmalignant pain arena?

DR PORTENOY: Again, | think speaking --
this is very inpressionistic, but I'"'m not confortable
with the concept of not appropriate. |n other words,
to frane the discussion in ternms of contraindications,
| don't think we have enough data or clinica
experience to do that.

But we can frane the discussion in terns
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of the skills of the providers and the characteristics
of the popul ation. For exanple, a pain specialist
m ght be nmuch nore willing to begin an opioid therapy
in a patient who has sone history of substance abuse
than a primary care provider may be willing to do
because the pain specialist either by experience or by
the infrastructure that the clinic provides himor her
woul d be able to nonitor that patient nore effectively
and pick up aberrant drug related behaviors and deal

with them nuch better than a prinmary care provider

woul d.

So a previous history of substance abuse,
in the literature sone guidelines would say those
patients shouldn't get opioid drugs. That's clearly
not an appropriate stance. Sone patients with even

active abuse should be considered for opioid therapy,
but it has to be done in the context of a prescribing
that accounts for that co-norbidity.

So you have to reframe the question a
little bit. You say in the new world of primary care
providers giving patients with |low back pain and
osteoarthritis of the shoul der and need opioid therapy
on a long-term basis, are there subpopul ations that
would raise such concerns that the primary care

provi der shoul d consi der referring.
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And | think, again, I'mnot a primary care
provider, and sonme of the people around the table
woul d be able to address that better than | could, but
| think you can begin to say that there may be
predictors of nore problematic clinical outcones that
woul d suggest that a patient shouldn't be started on
therapy by a less skilled primary care provider, but
instead should be referred to a specialist, and that
m ght include active abuse. That m ght include abuse
of a known addiction to an opioid. It mght include
social disruption, lack of famly support. It m ght
include very severe psychiatric disorders of certain
types, access to disorders that are very problematic
where inpul sive drug taking seens to be a mmjor issue.

It may include all of those kinds of factors.

ACTI NG CHAI RVAN KATZ: So if | can distill
out from what you' re saying sone take-hone points,
correct me if I'm m sunderstanding. It sounds |ike
what you're saying is that appropriate pharnacot herapy
wi t h opi oi ds depends not only upon the patient and the
drug, but also it depends upon the treatnent setting
and maybe even the patient's hone setting.

DR, PORTENOY: Ch, yeah, | think that's
absol utely true. Again, if you' re not talking about

the kinds of trials that have to be done in order to
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establish safety and efficacy, but you' re talking
about what's going to happen when that drug hits the
market, there's no question in nmy mnd that you have
to tal k about the know edge and skills of the provider
community, and you have to talk about characteristics
of the patient population and the pain syndrone as
factors that mght determne whether it's |less or nore
appropriate to consider prescribing.

ACTI NG CHAI RVAN KATZ: Thank you.

Jeff Bloom you' re next.

DR. BLOOM  Thank you.

Unfortunately, t he Oncol ogy Nur si ng
Society wasn't here to testify during the open public
hearing, but | would refer the commttee to their
docunents which | thought were excellent, and one of
the points that they made that | think is a very
simlar point is that pain treatnent decisions should
be based on the nature of the pain, the pain
intensity, and a response to treatnent whether the
cause of the pain has a nmalignant or nonmalignant
origin.

And in that case, you would be capturing
al nrost everybody instead of parsing people out into
di fferent subgroups, but we're actually getting into

the root of, you know, how to treat pain in a broader
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context, and we can bring this up in a different
di scussi on because it perhaps is not the appropriate
time for this now

But we do have federal guidelines that
were developed from Johns Hopkins, Dr. Bartlett's
good, hard work, for the treatment of H'V and AIDS
that even though they are treatnent guidelines have
becone de facto the standard of care for al nost
everybody, for all the states, for all the state
prograns, and also for third party payers.

And given the wealth of information that
Dr. Portenoy pointed out in terns of what we have in
terns of good information about appropriate pain
managenent and pain care, perhaps the tine has cone
for HHS to consider convening the simlar kind of
thing as we've done with HV and AIDS and cone out
with federal treatnent guidelines for pain nmanagenent
so that it gives the flexibility of people to nmnake
choices, but it provides nmuch better guidance based on
good, sound information.

Because if we wait for studies to occur
people will go untreated forever, and if we waited for
studies to be finished to treat people with AlDS,
people with AIDS would be dying waiting for the

studies to be finished.
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And | think there's probably a l|ot of

l[iterature, and as Dr. Portenoy pointed out, there are
fundanental, sound principles that are basic to pain
managenent now.

ACTI NG CHAI RVAN KATZ:  Thank you.

Dr. Fol ey, you were next.

DR FOLEY: | think I'm a little bit
confused of what we're talking about here. Are we
tal ki ng about target populations in clinical trials or
are we tal king about target popul ations for treatnent?

ACTI NG CHAI RVAN KATZ: W' re tal ki ng about
target popul ations for treatment which one woul d think
ultimately will need to be reflected in the clinical
trial process one way or another, but the first step
is to help this division of the FDA understand how
opioids are nost appropriately wused in clinica
practice, and then from there try to figure out how
the clinical trials ought to inform that wultinmte
practi ce.

DR FOLEY: Well, then | would argue that
we have insufficient research to know what patient
popul ati ons would be appropriate for these therapies
and that we have an enornous anmount of bias and |ack
of know edge and |ack of education that is creating

the sort of nythology about all of this in which we
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think that that m ght be the case and isn't the case.

And so | have a great concern that we
don't have data about patients who have a previous
history of drug abuse, who develop a pain problem or
devel op cancer and what the risk is. W have little
data about those with a history of alcoholismand then
what their risk is. W have little data and a | ot of
anecdot es about an AIDS popul ati on who does very wel
with a previous history of drug abuse when they have
an Al DS pain problemthat they do not devel op abuse.

So | think we don't have that kind of
framng, and I'"'mafraid that we're going to fall into
the lack of know edge, and we're going to sort of go
with common practice, and we've all agreed that the
current practice is persistently under treatnment and
fear of prescribing.

So I"'mnot trying to nmake your job harder,
but I do think that if we buy into these
m sconceptions, we're going to have to live with them
and we need to do sonething better than that.

ACTI NG CHAI RVAN KATZ: Dr. Portenoy,
response?

DR PORTENOY: | basically agree, although
| think that it's inportant to understand the

chal | enge al so. If we in clinical practice nake
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deci si ons about opi oi d prescri bi ng based on
perceptions related to risk of addictive behaviors,
risk of aberrant behaviors and we know that the
cl i ni cal trials typically have substance abuse
behaviors as an exclusion criterion, then you know
that the labeling that will ultimately come from that
either has to very overtly have to say that these
patients were excluded so that the clinical practice
issues that may relate to that population can't be
addressed by these data or we have to think of another
way of doing studies that would allow us to address
the questions nore directly so that the | abels can be
done.

So | basically agree with Kathy, but |
think you have to -- | see where you're going and with
support in the sense that we have clinical trial
designs that have been used to get many of these drugs
on the market. W have indications and |abels that
have been devel oped in the design, and then we have a
cl i ni cal practice that's been galloping along
seemngly unrelated to what those clinical trials have
been.

And to bring themtogether we have to tal k
about what the consensus is.

ACTI NG CHAI RVAN KATZ: Let ne just rem nd
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folks to turn their mcs off when they' re done
speaki ng again, and, Dr. Ashburn, you were next.

DR. ASHBURN. Thank you very nuch.

| had a couple of conmments regardi ng your
initial question and comment and then wanted to talk a
little bit nore about what Dr. Foley just nentioned.

First of all, the practice of nedicine, as
everyone who practices nedicine knows, is partially
evi dence based. Those of us who do it every day
recogni ze that it's |less evidence based than we woul d
like to admt.

We unfortunately mnake decisions based on
anecdote, and sonetinmes we forget that the plural of
anecdote is not data, and that frequently --

(Laughter.)

DR ASHBURN. -- maki ng deci si ons based on
our own personal observations leads us to nmake
deci sions that nmay not be evidence based or truly data
driven.

The other one that's inportant to know
when you're tal king about designing trials in patients
with chronic pain, we've alnost kind of gone towards
that a little bit in this discussion. This is a focus
on the use of pharnacol ogic agents in that physicians

tend to always think about a drug interacting with the

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

174

receptor to block a no susceptor pathway that treats
pain, and in fact, pain is a nmuch nore conplex
di sorder. It is alnost always nore than just a
di sturbance of biological function within the body.

And pain care has to be done in the
context of a biopsychosocial nodel of pain care.
Phar macol ogi ¢ managenent, including the wuse of
opi oids, can play an inportant role in the care, but
al so aggressive activating physical therapy changes in
life styles, cognitive behavior therapy, addressing
the psychosocial environnment that those individuals
l[ive in and the inpact that we've heard from our open
public session of pain experience in individuals
lives is inportant to address, and sinply giving
opioids is unlikely to lead to long-term benefit from
t hat .

Now, why is that inportant to recognize?
Because it's inportant to recognize that designing
these clinical trials is extrenely difficult, and we
have to eventually extrapol ate | ooking at individuals
that seem to have common thenmes and then identify
whet her or not the drug is safe and efficacious in
those environnments, and then as best we can, try to
extrapol ate that know edge over to other areas.

But even limted areas |i ke OA of the knee
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and the hip, which nmay be nmainly no susceptive versus
chronic low back pain, which clearly can have a
bi opsychosoci al conmponent mnake doing those studies
difficult.

And last, |I'm conflicted a little bit
about sone of the things that Dr. Portenoy said. I
was going to spell your nanme out for the regulators
based on your other remark, but | wanted to nmention a
little bit about the role between specialists and
primary care physicians with regard to the use of
t hese nedi cati ons.

When you get right down to it, the use of
these nedications is very simlar to the use of the
nmedi cations of different classes. One needs to do a
history and physical. One needs to nake a diagnosis,
and then develop a treatnent plan, inplenent that
treatnent plan, follow how the patient responds to
that treatnment plan, and then nmake adjustnents as
necessary.

It's an ongoing, fluid, active process,
not a one tine intervention or acute process. It's no
different than when one is treating hypertension. As
Dr. Portenoy nentioned, if a physician, whether
they're a specialist or not, does not have the skill

set necessary to make the diagnosis of hypertension
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and treat it appropriately, then it ought not be part

of their clinical practice.

It does not matter whether or not one is a

speci alist or whether one is a primary care physician.

What matters is whether or not that individual has
the skills necessary to treat that particular
condi ti on.

| have concerns about discussions or
novenents towards having a prinmary care or a pain
center focus and that the recent events regarding
concerns about diversion of Oxycontin caused a |ot of
primary care physicians to back away from prescribing
pot ent opi oi ds.

As a result, nmany specialists, including
nysel f, were receiving ten to 15 referrals a day by
patients who were desperate to get in to receive that
care, and we sinply cannot take care of all those
i ndi vi dual s.

So we need to have sone caution wth
regard to how we try to approach that issue.

ACTI NG CHAI RVAN KATZ: Dr. Connol ly.

DR CONNCLLY: Yes. | essentially want to

-- who spoke about the oncology nursing society.

W' re talking very individually about individua
physi cians managing pain, but | think nursing and
SAG CORP
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nursi ng studi es have shown that the nmanagenent of pain
is a team approach

And Margot MCaffrey has been a nursing
| eader in pain nmanagenent for several decades now, and
she early on defined pain as pain is anything the
patient says it is.

| agree very much with our |ast speaker in
that there is the psychosocial piece. So it really is
a team approach. So if we're going to set up a study
and with a target popul ation, we need to include those
fol ks who have been very, very active in setting up
gui delines and in studyi ng pai n managenent.

Pain resource nurses, advanced practice
nurses, clinical pharm D.s, psychol ogists and socia
wor kers.

ACTI NG CHAI RVAN KATZ: Mtchel I'?

DR MAX Regarding Dr. DalPan's two
guestions, he first asked which nodels should we
study. Wich are the patients for opioids?

And the academ cally correct answer is the
ones with the right nechanism The truth about that
though is that even though a lot of us in the room
have spent 20 vyears trying to find defined pain
mechani snms in patients, we've really been groping and

had very little success, and the RAD doctors are way
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ahead of us.
And Cifford Wolf and | reviewed this in

Anest hesi ol ogist in July. W |ooked at all of the

attenpts to define pain nechanisnms in people, and
there are only two ways of getting at it. One is to
take what you nentioned, people wth objectively
verifiable lesions and put them together and conpare
responses of different drugs or responses of different
pain conditions, and occasionally there's been a hit
t here.

Li ke for instance, it looks Iike just from
a few trials the gabapentin and son of gabapentin
wor ks in peripheral neuropathic pain, but doesn't work
in OA and back pain. So there is sonme tissue
di f ference.

So, you know, it seenms to nake sense to
| ook at honobgeneous groups with tissues overall, but
there's a much stronger way to identify mechanism
within any group. W all know that sone patients
respond to any drug and a lot don't, and there have
been a nunber of groups who have gone back and done
rechal l enge enriched enrollnment and found that snal
or nedium size subgroups consistently respond wthin
any group. So |I think within any diagnostic group it

may be a smaller nunber; it nmay be a |arger nunber.
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There are going to be sone people who really respond
to opioids.

So probably the best way to identify
people that would be good for sone types of further
study would be to give them a short trial of opioids,

identify opioid responders.

Then to your next question of should we do
long studies, here, | nean, there are a lot of
i mportant questions in comng up with a risk bal ance
ratio, and one issue is after six nonths or a year
does the pain relief wear off and you' re just hooked?

| nmean, what are the side effects?

And her e there's absol utel y no
academ cally supported data, and these studies are
very hard to do, and maybe you could do them if you
took the enriched patients who really responded and
gave them a low does or a high dose for this |ong
long tine.

But | don't know if every drug conpany
that wants to get a drug approved should have to do
t hese precedent setting studies. This is just a weird
anomaly that as Kathy Fol ey has shown in an | OM report
that's just out, we've spent about half of a percent
of the public budget on pain, and this is strange.

| ndustry has been way out ahead, spending, you know,
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probably ten or 20 percent of their budget on

synpt ons. So it's no surprise that marketing and
i ndustrial devel opnent is way ahead of the fundanenta
i sSsue.

So | think perhaps there's sonme way of
getting NIH -- they haven't before -- but getting
nmonies for them to do in a few drugs, a few nodel
drugs, what happens, what's tolerance at six nonths, a
year? Wat are the side effects? And not have these
repeated with every conpound that cones al ong.

Certainly for every drug you need sone
sort of epidemological survey of bad addiction and
bad occurrences.

ACTI NG CHAI RVAN KATZ: Dr. Smley? Dr.
Hor| ocker? Dr. Roberts?

DR ROBERTS: Thank you.

Let me begin just by asking the others
around the U shaped table: is there anyone el se here
who would consider him or herself a primary care
clinician?

(Show of hands.)

DR. ROBERTS. So we have one. kay. It's
probably appropriate we're sitting across from each
ot her.

(Laughter.)
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DR. ROBERTS: Let mne -- it's been

interesting listening to this discussion. M sense is
that nost of wus from around the table are from
academ c nedical centers, and let us -- let ne share
with you kind of where we fit in the universe of
health care in the United States.

There are about 820 mllion visits to
doctors annually in the United States. A little nore
than half of those are to primary care physicians who
conprise one out of four U S. doctors. Now, many of
you aren't even sure what a primary care doctor is.
You're kind of struggling with what to call us, and
indeed, we are multiple specialties that conme to that
kind of practice, famly doctors, general internists,
general pediatricians.

But the one out of four of us that are
U.S. doctors doing this, taking care of nore than one
out of two visits wonder sonetinmes what the other
three out of four docs do with their tine.

(Laughter.)

DR ROBERTS: Let nme get a little nore
specific about pain. Dr. Portenoy was kind enough to
share sonme estimates. He estimated that there are
about 15 percent of Anericans who suffer from sone

kind of chronic pain problem So I would calculate
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that to be about 42 mllion Anrericans.

The average American goes to their doctor
about three tines a year. That's all coners, all
probl ens, all ages. You could probably specul ate that
t hese people are going to see their doctors nore often
than that wunderstandably, but for rounding off
pur poses, let's say about 160 mllion visits a year to
doctors for pain, chronic pain, and |I'm not even
tal ki ng about acute pain.

He was al so kind enough to share there are
about 4,000 pain specialists, and they probably
average about 4,000 visits a year. That's 16 mllion
visits out of 160 mllion for chronic pain. They're
seei ng about ten percent of the visits.

Who are the experts here?

(Laughter.)

DR ROBERTS: Academ ¢ nedical centers
provide less than .1 percent of the health care in the
United States if you |look at nunbers of visits. I

know. It showed ne, too, when | saw it. New Engl and

Journal, July, this year, past year.

So one of the things | would say to you is
we're very quick to turn to our last bad case of
referral and generalize fromthat to gl obal statenents

about how good or bad a job people are doing out
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t here.

And what | would also share with you is
the experience around guideline developnment often
overl ooks that problem For instance, when HLBI cane
out with their first set of hypertension guidelines in
the late 1960s, nobody followed them Wiy?  Because
it was basically witten by referral academ c
cardi ol ogi st s/ nephrol ogi sts for whom 25 percent of
their patients had a secondary or curable cause of
hypert ensi on.

Wen they went out and did population
based studies, it was less than three to five percent.
So those of us that were not following those early
guidelines to do angiograns on everybody were, in
fact, doing the public a great service.

So one of the other things I'd ask you to
reflect on is the challenge for me in the trenches is
when | hear what the experts advise, whether it year's
statenment about opioid use versus 20 years ago when
the experts thought they had it right by avoiding
opioids, ny <challenge is to not only consider
phar macol ogi ¢ therapy, but all the other seven non-
phar macol ogi ¢ approaches to nanagenent of the probl em
and to do it in the context of this person, his or her

life, their famly, their comunity.
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And so while many of you wll be very

expert at the nuance of opioid prescribing, | am
expert at this person, and we've been rem nded this
norning that this kind of therapy is very
i ndi vi dual i zed.

So what to do with all of this? Wll, one
of ny pieces of advice, answering the question before
us about how to better wunderstand this is do the
research where the people are, and there are, indeed,
a nunber of practice based research networks that are
devel opi ng around the country that represent now about
120 mllion Americans being cared for through the
primary care doctors' offices, and begin to do sone
studies particularly in the prinmary care setting.
There are essentially -- and | have an expert in ny
departnent, a famly doctor who is an expert on
addiction and pain; there are no studies in this area.

And ny fear is not that the plural of
anecdote is data. The  plural of anecdot e
unfortunately is policy.

(Laughter.)

ACTI NG CHAI RVAN KATZ: Dr. Schechter.

DR SCHECHTER  Yeah, thanks.

| want to bring this discussion in a

slightly different direction in terns of question
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nunber two, in ternms of chronic pain, and really speak
specifically for a population that I'mfamliar wth,
which is the pediatric popul ation, and because we have
an additional conplexity in that population of a
devel opi ng brain with pr uni ng goi ng on,
nusenat hegenesi s (phonetic), prefrontal | obes.

| f anybody has watched the PBS series on
the brain about the teenage brain which they said was
pretty conplicated and understandable, and | think
that that really speaks to a lot of the sorts of
i ssues that we're dealing with right now

So there is no data, and we're starting to
use opioids frequently, especially in newborns who are
on sedation for prolonged periods of tinme in
institutions. There's really no data on that sort of
| ong-term

What happens to t hat popul ati on
subsequently, there's certainly a nunber of people who
have tried to address it, and there's a lot of
theoretical nodels, but it brings us some concern
because not only are we talking about chronic pain,
and we do use opioids for chronic pain in children,
but even on prolonged acute pain, if you wll,
what ever that termnology would be. W have rea

concerns about that.

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

186

Having said that, we feel the need to
proceed and clinically treat who we see and provide
human and conpassionate care as we define it now, but
that's an area of significant need.

The other thing | wanted to just address
for just a second is the sort of primary care aspects
of this. |I've had a lot of concerns about the
conparatnental i zati on of pain care over the past few
years, and | think that that was necessary certainly
for the devel opnent of the field for research, multi-
disciplinary pain centers to evolve and provide new
nodel s and new research in this whol e area.

But unfortunately it does centralize in a
certain way pain to a subset -- nanagenent to a subset
of patients who can see a pain specialist, and we've
put a lot of our energies, for exanple, into
broadening that so that there's a system c approach to
pain within institutions so that everyone -- it's
considered that it's not nerely if you happen to get a
referral to the pain specialist, but for broader sorts
of issues so that everybody who wal ks through the
door, if you will, this is a consideration. [It's not
necessarily opioid driven, but certainly the whole
i ssue of thinking about pain in all of its contacts.

And the final thing | wanted to nention in
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terns of, again, what you had suggested is that seeing
or our feeling about -- ny feeling from the clinical
side, again -- this is the consensus of the snal
nunber of pediatric pain specialists which | think
parallels the adult chronic pain literature, which is
that opioids need to be in the context of an overall
treatnent plan. It shouldn't be just a snorgasbord
that you pick and choose which elenents that you want,
and if you only want the opioids, then that's fine.

W do think that there sort of needs to be
a conprehensive matrix for which this is understood
and appreciated and otherwise we're very anxious
about treating.

ACTI NG CHAI RVAN KATZ:  Thanks.

Dr. Rappaport.

DR, RAPPAPCRT: I'd like to try to focus
back on the first question a little bit. Ever yt hi ng
that we've heard is very useful to us in evaluating
clinical trial designs, but as Dr. Portenoy was
saying, we have to look at the translation of the
clinical practice into things like an inclusion and
exclusion criteria in the trials and whether they're
appropri ate.

And we get concerned sonetinmes that if

those aren't accurate, perhaps the clinical trials are
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driving nedical use rather than vice versa. So |
woul d appreciate hearing fromall of you ways that we
can accurately translate this lack of information
that, as Dr. Foley said, and the lack of data, as Dr.
Max said, that's out there

But there's sort of a clinical sense about
who the right patient is. How do we translate that
into inclusion and exclusion criteria and the right
popul ation for a clinical trial both in adult and
pedi atric patients?

ACTI NG CHAI RVAN KATZ: Yes, Dr.
McNi chol as, why don't we start with you?

DR MNICHOLAS: Gkay. | think that part
of the problem here is you' re asking for a definition
of who the right patient is, and when it cones right
down to it, the right patient to be considered for
opioid treatnment is the patient who hurts.

You nmay decide that the patient is not
appropriate for opiates, but that's the person that
you start thinking about this wth. And then you
start looking at why do they hurt. What el se goes
into it? How are they going to handle it? How are
they going to handle the pain? How are they going to
handl e the nedi cati ons?

And we don't have a lot of good
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definitions for this. So I think that actually com ng
back to -- I"msorry. Your name? Pardon ne?

DR MNICHOLAS: | can't even go by tie.
They' re dressed al i ke.

(Laughter.)

DR McNI CHOLAS: Not Dr. Portenoy.

PARTI Cl PANT: d asses or no gl asses?

DR McNI CHOLAS: No gl asses.

DR ROBERTS: Dr. Roberts.

DR McNICHOLAS: Dr. Roberts.

There are mllions of patients out there
who conme in with a pain conplaint. Does every patient
get opiates? No. |s every patient appropriate for
opi ates? No.

Does it go through the physician's m nd?
Yes, as to whether or not you're going to use it.

In some ways |I'm not sure what the
guestion is that the FDA wants us to answer here.

ACTI NG CHAI RVAN KATZ: Wio do you i nclude
in your trial.

DR McN CHOLAS: Patients who have pain;
patients who hurt.

ACTI NG CHAI RVAN KATZ: Ckay. So let's
take that to the next step because that leads to

further problens because would you then advocate in
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nost or all cl i ni cal trials for chronic pain
i ncorporating a heterogeneous hodgepodge of different
patients who have essentially the single entry
criterion of pain, or would anybody advocate honing
down that popul ation further?

Let's hear a response from Dr. MN chol as
and then we'll go on.

DR, McN CHOLAS: Ckay. | think you do
have to hone it down, but | think that the honi ng down
comes once you have defined what the question is that
you want answer ed.

Do you want a drug available for people
who hurt or do you want a drug that you are | ooking
for a specific indication?

For instance, osteoarthritis or |ow back
pain or whatever the situation is, and then you may or
may not start looking at the facets that go into
treating that patient. For instance, the patient with
| ow back pain, is there a physiologic reason for |ow
back pain? What other treatnents have they failed, et

cetera? How have they managed their pain?

Because | see -- | get pain referrals.
Frankly, | get a lot of the pain referrals when
primary care docs go, "I don't know what |'m doing

with this guy,” and it's not just primary care docs.
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| don't want to pick on Dr. Roberts or anybody el se on
that, but it's like | keep using nore nedication, and
|"m not getting anywhere. And they still say that
their back hurts.

Wel |, yeah, their back hurts, and the fact
of the matter is their back is always going to hurt.
Now, how are they managi ng the pai n?

And they may or nmay not have had
appropriate intervention, and that's the other thing,
not only who do you pick for a trial, but what is the
form of the trial? Does the trial nandate other
i nterventions, physi cal rehabi litation, cognitive
behavi or al t herapy, other coping nechanisns, et
cetera? Those that people who treat pai n
appropriately look at all the tine.

And so | think that you have to nmuch nore
focus the question on what the trial wants to
acconpl i sh.

ACTI NG CHAI RVAN KATZ: The list got all
messed up because we changed topics. So let ne
apol ogi ze for that. We're scratching out the whole
list, and let's start fresh. Dr. Hol nboe.

DR HOLMBCE: | just want to raise a
couple of points. The first would be when you're

talking about the target population, we've been
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spending a lot of tine focusing on the skills of the
physi ci an.

| would al so caution the FDA to al so think
about the skills of the patient and how do you prepare
the patient to be skillful in taking the nedication.

There are a nunber of issues that often
get left out in these trials that aren't addressed
particularly the issues of health literacy, and also
the issue of nuneracy. So we're tal king about, you
know, a drug that has a risk-benefit ratio that nay be
difficult.

Part of the things we need to look at in
these trials that really haven't been done very wel
before is where are the patients wth regard to
literacy and nuneracy and how does that inpact the use
of these nedications.

The second thing that really gets to
Laura's point is that in a sense what you're really
considering is a conplex health intervention here, and
t hat beconmes very difficult because we like to be very
reductionistic and like to say, "I just want to focus

on this because | want to take everything out,” and so
nost of our random zed controlled trials really focus
on efficacy.

Wat we're really trying to get at here
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and | think what people are really struggling with is

is it efficacy or is it effectiveness. They're
different froman epi dem ol ogi ¢ point of view

| think what we're talking about was
ef fectiveness out on the real world as Dr. Roberts got
at . Wen you |ook at those conflicts and
interventions, it's going to be very inportant in
trials to define exactly what the intervention is.

And so | think that's the other challenge
to think about when you're designing these trials.

My last point would be, just getting back
to Dr. Roberts, is that there's also nodels that we
can use wth regard to taking research into the
community, and it really comes from the substance
abuse literature, bupanorphine being an exanple where
a lot of work has been done in the out-patient setting
in the coomunity, and that nmay be a nodel to |ook at
with regard to studying the use of opiates for chronic
pai n.

ACTI NG CHAI RVAN KATZ: Dr. Reidenburg is
next .

DR, REI DENBURG Yeah. | think that you
rai sed a good point of efficacy versus effectiveness,
and at least when | look at data in other areas of

nmedi cine, the first thing | want to see is efficacy.
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Ef fectiveness includes many factors or influences
totally independent of the drug' s pharnmacol ogy.

| would say to address the question that
the primary thing we need to know is efficacy. | want
to know dose response in terns of adverse effects at
doses that produce efficacy. Effectiveness is nore a
general nedical problem that we have to deal with in
cont ext .

And | think that where clinical trials can
give me clear data on efficacy and on the adverse
effects that | have to pay for that efficacy, |I'm
happy to have this evidence.

ACTI NG CHAI RVAN KATZ: Dr. Max.

DR MAX To address Dr. Rappaport's
guestion of inclusion or exclusion criteria for
patients, | just read yesterday Paul Delamne is a

Dutch researcher who's done a lot of opioid and non-
mal i gnant pain work, and he suggested -- he said,
"Well, we had a lot of patients in our trials wth
neur opat hic pain responding, but the ones that aren't
good for opioids are the ones with idiopathic pain.
Now, | don't quite like that because it's
kind of vague, and also about 70 or 80 percent of
people with chronic back pain really have idiopathic

pai n. There's no clue till we look at Deyno's New
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Engl and Journal review, Deyno and Winstein, a few

nont hs ago.
But you can actually get to something a
little nore refined. There's a nmarvelous issue

suppl enent of the Annals of Internal Medicine in My

2001, | think, by Kurt Kroenke, K-r-o0-e-n-k-e, on
synmptons in primary care, and he and Spitzer have
taken the prime -- it's a general nedical diagnosis
study; taken 1,000 patients and devised a new
diagnosis for primary care called nulti-somatiform
disorder that's mnuch easier to get into than the
cl assi c somatiformdi sorder.

Ni ne percent of people who walk into a
general primary care office have it, and there are
people with three or nobre unexplained synptons, and
they respond in study after study differently from
many ot her patients, and they have a very high rate of
affective disorders lifetine.

At this conference sonme of the -- many of
the patients wth fibronyalgia and interstitia
cystitis and so on respond. So this may be an
interesting distinction that has been very wel
validated to study because there are many different
| oadi ngs.

| think we've already heard from sone
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multi -- from people wth nmultiple unexplained
synptons that get response to opioids, but that would

be a good literature to | ook at.

ACTI NG CHAI RVAN KATZ: 1'd like to pursue
Dr. Rei denburg' s efficacy ver sus ef fecti veness
di stinction. Many people around the table have

already stated that proper pain nmanagenent often
requires a nulti-disciplinary approach, consideration
of famly factors, treatnment settings, et cetera,
which would, | think, fall nore into what you're
calling effectiveness.

Wiereas efficacy is when we | ook for nore
of a pure pharmacological response and a nore
honogeneous population in trying to control as nuch as
possible for these factors that are extrinsic to the
phar macol ogi cal properties of the drug.

Do people feel that efficacy trials are
enough in a clinical devel opnent program or do we al so
need effectiveness trials in a clinical devel opnent
programw th an opioi d?

Dr. Foley?

DR FOLEY: | would argue for efficacy
studies first, and I would argue for efficacy studies
in various disease nodels where the questions were

unresol ved, and attenpting to nake the study as clean

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

197

as possi bl e by focusing on specific popul ations.

So the kinds of nodels and studies that,
in fact, Mtchell has done, anong others, is using a
nodel such as post herpetic neural gia, which could be
a m xed somatic and neuropathic nodel, but is a rather
pr of oundl y neur opat hi ¢ nodel

We're | ooking at peripheral neuropathy or
| ooking at osteoarthritis. The mnute you nove to the
nore sort of general, diffuse chronic pain syndrones
or you nove to fibronyalgia or nore conplicated
studies |ike that, one could argue that what you woul d
like to build into that efficacy study is a nuch nore
sophi sti cated understanding of the quality of life and
t he psychol ogi cal make-ups of that popul ation.

But by | ooking at each of those, it would
at |east advance the field forward for what were the
role of opioids in |arge popul ations of patients with
fibronyalgia that the primary care physicians are
seeing of osteoarthritis, and one could do it joint by
joint and disease by disease of certain types of
neur opat hi ¢ pai n.

And | would argue that putting those
trials together in that kind of way woul d hel p nove us
forward using the extraordinary data that currently

exi sts on studying opioids and the nethodol ogi es that
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have been put together over a long, long history that
one chooses; that the opioid is based on the intensity
of pain, and this comes out of wide clinical trials
that conpared |ow doses and high doses of various
opioids for mld, noderate and severe pain and
devel oped a net hodol ogy around that construct.

So there is an FDA sort of analgesic trial
design looking at issues of intensity and |ooking at
various potencies of drugs that is one piece and then
| ooki ng at sel ected popul ati ons.

And | would then argue that if you wanted
to ask very difficult patient questions is to |ook at
the role of opioids in an HYV population wth
peri pheral neuropathy who had a history of drug abuse.

And again, we have an I1OM report that argued very
strongly for supporting the kind of research in the
drug addiction population to be able to better
understand what their ability to and to conpare their
perspective on efficacy in that selected population
wi th other general popul ations.

ACTI NG CHAI RVAN KATZ: Dr. Kweder.

DR KWEDER: | want to step in here
because | think you've laid out, Dr. Foley, exactly
where our conundrumis, and one of the things that Dr.

Dal Pan said was that historically when we have
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approved opioids for marketing, the | abel ed indication
is very broad, and there are nmany different Kkinds of
studies that are often very focused efficacy trials
that underlie those | abel ed indications.

And so part of our struggle is is that
okay and how nuch do we need to be requiring prior to
marketing in order to establish an evidence base for
such a broad indication?

ACTI NG CHAI RMAN KATZ: Comments on that
specific question? Dr. Smley.

DR SMLEY: WlIl, speaking not as a pain
specialist, but also unfortunately not as a primary
care physician -- sonewhere in between, closer to the
pain specialist, | guess -- it seens to nme that one of
the things that the FDA is asking us for is sonme Kkind
of consensus anong the physicians on the commttee or
t he people on the committee.

And it does seem that there's a pretty
broad consensus that opioids work for a broad variety
of patients, broad variety of types of pain, and it
does seem reasonable that in general the indications
ought to be broad or the approval, the | abeling ought
to be broad.

' msaying what a | ot of peopl e have said,

and this mcrophone is behaving funny, but |'m doing

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

200

it because | think part of what you want is to see if
there is a consensus. So I'd be happy to be
contradicted by Dr. Foley or Dr. Portenoy or soneone
who knows a little bit nore about pain than | do.

But it does seemthat in general nobst pain
syndrones are responsive to opioids that work, to
doses that work in other studies, with some exceptions
that, you know, we've heard sone exanples of and we
all kind of know about.

But | would think that the indications
ought to be relatively broad and that there's evidence
that that's a reasonable way to go.

Now, what one then does to try to inprove
nmedi cal practice or even inprove labeling is a little
unclear, and sonme of that nmay be sonme conparison of
relative efficacies of different drugs and different
syndrones and seeing Wwhet her there are nore
simlarities than differences in that. | would defer
to people who study that as opposed to the things |
| ook at.

ACTI NG CHAI RVAN KATZ: Hol di ng aside the
i ssue for the nonment of what clinical trials should be
done, is there consensus that people feel that
| abeling itself should be broad, in general that that

should be the ultinmate target, is to have a broad
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| abel for something broad, chronic pain in general
chronic pain of certain severity?

Answers to that question? Dr. Max.

DR MAX:  Yeah.

ACTI NG CHAl RMAN KATZ: Dr. Portenoy?

DR PORTENOY: Yeah, | think one of the
very critical elenments here is whether we're talking
about pure nu agonist drugs usually in a new delivery
kind of system or whether we're talking about nove
drug agents, either sone sort of a mxed opioid, non-
opi oi d mechani sm or a non-opioid nechani sm

And | think if you have a drug that is a
pure mu agoni st kind of drug in a new kind of delivery
system then it would be very inportant for the
clinical devel opnent schene to answer the questions
that are going to be appropriate, going to be
inmportant to clinicians, you know, the dose response,
the relative potency with other known agonist drugs,
the titratability of the drug.

And | think that long-termtrials to | ook
at tolerance are not appropriate. | think forcing a
drug conpany to expand their study populations into
t hose that include active abusers because the field is
nmoving into that, the clinical field is nmoving in that

direction, but other drugs of the sane class have
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never required those studies before. It doesn't seem
appropri ate.

And | think a broad Ilabel is very
appropriate. At the sane tinme, | would think that FDA
should begin to encourage in all of these clinical
trials industry to do nore astute neasurenent of
covariates because | think we're in the process of
trying to understand the inportance of covariates,
including nedical co-norbidity, psychiatric co-
norbidities, including substance use disorders, as
potential predictors of response.

And in sone of the Phase |V survey data,
the post nmarketing surveillance data that are so
inmportant to clinical practice, if we have good,
astute, ongoing neasurenents of covariates, that's
what clinical practice is based on |argely.

As Mke Ashburn said, we like to think
we're evidence based. | don't know how much of his
practice is evidence based, but mne isn't rmuch
evi dence based. And so if you show nme a survey of
1,000 patients and | can see that the covariates were
neasur ed with val i dat ed i nstrunents and a
sophi sticated and systematic way, that's influential,
and | think that's appropriate for a pure nmu agoni st

dr ug.
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At the sane tinme, | think for a pure mnmu
agonist drug it's totally appropriate to have a m xed
popul ati on because these are opioids, after all. You
know, | nean, they' ve been around for a while. W
basically know they're pain killers, and we know t hat
they can work with any kind of pain.

So forcing a mechani sm based study when
the clinical identification  of mechani sns is
nonval i dat ed doesn't neke any sense to ne.

On the other hand, if you have a new
chemi cal entity comng down the pipeline and there's a

desire for drug devel opnent, not only to have this

pragmatic focus, but also to be explanatory, | think
it's very appropriate to say, "Do a study in
neuropathic pain, a well defined neuropathic pain

condi tion. Do a study in QA which is a wdely
accepted noci ceptive pain.”

But you know, as ny colleagues wll tell
you, the basic science nodels suggest that nuch of
what's happening at the dorsal form | ooks the sanme if
it's joint pathology or if it's nerve pathol ogy.

So recognizing that the clinical entities
are constructs and they're nonvalidated, it still can
be informative to do those studies with a new chem cal

entity, but with an opioid, a pure nmu agoni st opioid,
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| don't see the sense. | think we have a big history,
and the history basically tells us now we want better
| ong-term surveil | ance dat a with systematic
nmeasurenents of covari ates, and we want broad
| abel i ng, broad indications based on efficacy trials
that help us understand the weighted dose of those
agents, you know, the relative potency and other
critical issues |like that.

ACTI NG CHAI RVAN KATZ: To nmake sure that |
under stand what you're saying going forward, it sounds
like you're suggesting that a fairly traditiona
ef ficacy program should be sufficient to achi eve broad
| abeling, and that should be the goal of the
devel opment program but that there should be,
foll owi ng approval, post marketing studies of various
types to identify covariate subpopulations and to
further informthe clinical utility of the drug.

Are you suggesting that those be required
as part of the approval process? And if so, how does
one go about the process of determ ning which sorts of
studies should be required and then, in turn, how
those will back influence the labeling of the drug
once they're done?

DR, PORTENOY: You know, w thout know ng

all of the regulatory details, | would be in favor of
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having FDA take the stand that those sorts of

systematic, prospective surveys of the pure mu agoni st
drugs in relatively Jlarge populations carefully
followed for a prolonged period of tine should be
requi r ed.
Now, they nmay be required in Phase IV.

The drug may get on the market, and then these could
be studies that are subsequently required, but | think
that we're at a point now where there's enough concern
about what should be in those I|abels and enough
concern that well designed, controlled random zed
trials are not going to provide the critical
effectiveness data that would allow the |abels to be
witten; that the FDA could now say going forward this
new drug with this new delivery system we want to see
2,000 patients followed for X nunber of nonths using
val i dated neasures of substance use, of psychiatric
co-norbidities, of medical co-norbidities, and nmaybe
get sone popul ati on pharmacokinetic data so that we
can begin to do sone nodeling of various effects
ver sus phar macoki neti cs, and hopeful I'y t hat
information over tinme can begin to inform the core
guideline piece of the label so that a primary care
provi der opening up the next oxycodone delivery system

will see sone instructions there that nmke clinica
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sense.

ACTI NG CHAI RVAN KATZ: Let's have specific
comments on Dr. Portenoy's proposal that we allow
opioid drugs to be approved by a relatively
straightforward efficacy program and then require post
marketing trials to further identify covariates,
popul ations, clinical utility, and these various
effectiveness issues.

Dr. Horl ocker.

DR HORLOCKER: |'d agree with the broad
based | abeling for opioids because | think that that's
the only way you're going to really be able to study
t he popul ati ons.

Subsequent post marketing surveys though
are going to have to focus nostly on safety issues
unl ess you want to proceed as Dr. Foley recomended,
that we truly define a very clear-cut population to
study, and then you're going to need thousands of
patients in each of these popul ation groups, which is
going to be just an outstandi ng nunber of patients and
noney.

So I'm not sure exactly how the drug
conmpanies could fund sonething like this if we're
tal ki ng about thousands of thousands of patients over

time in each different population, and that will have
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to be reconciled in sone way.

But if they focus nostly on safety issues
with long-termuse, | think that that could be easily
done with a honogeneous or heterogeneous group of
patients.

ACTI NG CHAI RVAN KATZ: QG her comments on
this specific issue? Yes, please.

DR PORTENOY: Just a very quick reply. |
think that | agree wth that, and that's the
conventi onal thinking. But there are so many things
that we don't know about long-term therapy in the
primary care comunity, like, for exanple, of 1,000

patients that nmy friend to the left puts on opioid

nmedi cations, how many wll still be taking them in
three, four years. | don't even know t hat.
You know, how many tinmes will the patient

requi re dose escal ation over a period of three to four
years? | don't know that in this kind of conmunity of
patients, you know?

So | think that there are questions that
relate to efficacy that can be infornmed by a survey,
al though the statenents about efficacy will be very
limted.

ACTI NG CHAI RVAN KATZ: Dr. Ashburn.

DR, ASHBURN: I just have one quick
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observation. | agree absolutely with the concept that
Dr. Portenoy has laid out with regard to indications
and with regard to the safety and efficacy studies
that should be necessary to get a fairly broad
i ndi cation for opioids.

| have sone concerns with regard to a
suggestion of requiring pharnmaceutical conpanies to
bear society's weight in doing |arge popul ati on based,

| ong-term studies to answer the key questions that we

need.

And | just wanted to put out that | can
see sonebody making a credible argunent. This is a
soci et al I ssue, and t hese are studi es t hat

appropriately should be investigator initiated studies
sponsored by NIH with an increased enphasis through
NIH funding for these sort of long-term studies to
| ook at outcones rather than something that s
dovetailed on top of requiring a pharnmaceutica
conpany to sponsor these projects.

As you know, short-term efficacy studies
go for what, $1,000 a patient? |If you're |ooking at,
you know, these sorts of studies, you' re |ooking at
much nore cost. You' re proposing studies that wll
cost two to $4 nillion easy, and whether or not that's

a barrier to entry for other drug delivery systens
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that may actually add to our armanentarium and i nprove
the quality of care is something that was probably
wort h debati ng.

ACTI NG CHAI RVAN KATZ:  Well, | know better
than to nmess with the lunch break. So even though
this is obviously a very inportant discussion, we wll
have nore time to pick up on these thenes.

Just to recapitulate, it sounds Iike
there's a general feeling that a fairly traditional
efficacy programis appropriate for a broad approval,
but that there should be some sort of post marketing,
nore affected in the style program required, although
exactly how that would be funded and how extensive it
needs to be is still under a great deal of discussion.

W'l regroup here at exactly 1:30; is
that right? At exactly 1:30.

For the people at the head table, there is
a roomreserved in the restaurant. Please head right
there, and we'll see everybody el se at 1:30.

(Wher eupon, at 12:38 p.m, the neeting was
recessed for lunch, to reconvene at 1:30 p.m, the

sanme day.)
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AFT-ERNOON S ESSI-ON

(1:37 p.m)
ACTI NG CHAI RVAN KATZ: Coul d everybody
take their seats, please?

Let's go ahead and start the afternoon

session then. |If everybody could take their seats and
bring their conversations to a close, we'll nove
forward

Wat I'd like to do now, we' ve got an

aft ernoon session on pediatric issues planned. Wat I
would like to do, however, since | think we were on
the verge of hitting on sonme very critical issues from
the norning, I'd like to take just ten m nutes out of
the afternoon session, the first ten mnutes, and try
to focus hard on two specific questions that are |eft
over fromthe norning, and then we'll |aunch into the
aft ernoon session on pediatrics.

So apologies to the pediatric folks. The
first question that 1'd like to get into is that it
seened like there was a feeling that there are a broad
range of - - t hat while we can relatively
straightforwardly determne in a sonewhat traditiona

program how to determne that an opioid is really an

opi oi d. There still are sone inportant questions
about effectiveness in a real life situation, about
S AG CORP
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long-term safety that we don't understand very well
with regard to the whol e class of opioid anal gesics.

And so 1'd like to focus a question on
what people think are their nmajor issues from an
ef fectiveness point of view or from a safety point of
vi ew about opioids that would need to be addressed in
such a program that addressed either a specific drug
or the whole class of drugs.

And, Dr. MlLeskey, you were |ast left over
fromthe norning. So why don't we start with you?

DR, McLESKEY: Well, thank you very nuch

| was going to just nake sonme comments
because | was very pleased to hear the comentary
especially at the end of the last discussion. I
believe it would be industry's perception that we
concur with nost of what was said right there at the
end.

For exanple, | think we would endorse the
concept of a broader label <claim rather than a
narrower |abel claim It would provide nore incentive
for devel opment and the |ike.

And then 1'd also like to highlight what
Mtchell Max said earlier in the session where sone of
these |large, precedent setting studies, long-term

studies and the like he felt like potentially would be
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better directed by the NIH rather than by industry,

and | believe industry probably would endorse that
concept as wel |

(Laughter.)

DR. McLESKEY: And interestingly, that was
al so echoed by Mke Ashburn when he suggested that
efficacy trials mght be relatively Iimted in scope
and cost conpared to sone of the longer termfollow up
trials that mght become conplicated and rather
expensi ve.

So | know | speak for industry when | say
that we all would like to cooperate with the FDA, and
we want to contribute to nmedi cal advances, and we want
to contribute to advances in nedical understandi ng of
pati ent managenent and the like, but | would just ask
t hat when you reach your conclusions that potentially
some restraint is used when the requirenents or the
suggestion for Phase IV trials, post marketing Phase
IV trials are discussed in order that those trials not
becone such a hurdle that they then actually turn into
sonmet hing that stifles innovation.

DR MAX: Could I respond to that?

Thanks, but I1'd like to clarify what |
sai d. | agree. | agree that | think it would be

unfortunate if every conpany that wanted to narket a
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mu opioid was saddled with doing a $20 mllion two
year effectiveness study. It would really be a bar to
qui ck noving little conpanies on the market.

On the other hand, you can't just say,
"NIH, do this."

And here | speak -- while | work at NI H, I
have no authority or expertise of the governing areas.

I"mjust one clinician investigator. So it's just a
personal view.

W' ve been calling for NNH to do nore in
this for many years. | was a co-author of an
institute of nedicine report conmssioned by N DA
about five years ago, what research they should do,
and we had a chapter saying they should do these
studies, and I"'mnot aware that there are any current
st udi es goi ng on.

The NIH mantra seens to be we only fund.
Don't earmark us. W only do the best investigator
initiated research. Sonme of the people at this table
have submtted proposals to do just these studies and
gotten rejected, and then they say, "Wll, they aren't
trained investigators.™

So ny proposal actually is | would ask ny
friends from industry to try to think of sone

alternative, sone way that industry can provide the
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noney, say, to let the peer review system get the
smartest young people trained and do a few studies
rather than a | ot because | can't believe NIH is going
to cone up with it, though I'm not authorized to speak
for them

ACTI NG CHAI RVAN KATZ: | ndustry
perspective on that suggestion?

DR McLESKEY:  No.

(Laughter.)

ACTI NG CHAI RVAN KATZ: Again, to focus
what are the major issues that need to be addressed in
ef fectiveness and safety trials in the real world?
Dr. Rei denburg?

DR REIDENBURG Yeah. | continue to have
a problem with effectiveness, and the reason is we
know t hat --

ACTI NG CHAI RVAN KATZ:  Your suggesti on.

DR RElI DENBURG -- our present clinica
di agnostic structure isn't predictive of response, and
that some people respond and sone not for nost of the
various di agnostic categories.

At this point the science hasn't advanced
enough to know how to stratify people a priori into
responders and nonresponders, but then this is true of

every other illness | treat.
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Wth hypertension, | know a |ot of drugs
|ower blood pressure, but | can't predict which
patients will respond to it. So |I think the problem
of effectiveness in clinical trials is really

something that we need nore developnment of a
t echnol ogy before we can mandate rational studies.

ACTI NG CHAI RVAN KATZ: So predictors of
response.

Dr. McNi cholas and then Dr. Horl ocker.

DR. McNI CHOLAS: Yeah, | just want to -- |
absolutely agree with Dr. Reidenburg on this, that
ef fectiveness versus efficacy is a very difficult
i ssue, and what you can expect of the drug versus what
you can expect of a system and the system varies for
i ndi vidual patients and individual areas, et cetera,
is a very different question.

So | think that you can ask drug conpani es
to do safety. You can ask them to do longer term
studies on nonitoring patients over the long term
whet her they' ve had to do a long-term study or not in
order to get approval. But | think you have to | ook
at what you can reasonably expect from the nedication
versus what you can expect from a system when the
systemis very vari abl e.

ACTI NG CHAI RVAN KATZ: So it sounds |ike
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what you're saying is that the outcone of |ong-term
opi ate therapy, depending upon aspects of the
treatnent setting is an inportant clinical issue.

DR McNI CHOLAS: Absol utely.

ACTI NG CHAI RVAN  KATZ: Ckay. Dr.
Hor | ocker.

DR HORLOCCKER: 1'd like to reiterate sone
of those sane ideas. As | said before the break, |

think once we get a broad based labeling, it's going
to be up to the academicians and the clinicians to
perform the studies that determne the actual
ef fectiveness within the nodel. How many other multi-
nodal approaches do you add wth the opioid to
determne what's the best, what's the optinmal way of
maki ng a patient confortable?

On the other hand, | think that industry
could be responsible for performing the safety
studies, and the safety variables that | would
recomrend studying are those that are the serious or
life threatening.

| don't think you have to | ook at how many
people are constipated or have pruritus, but things
such as respiratory depression, the aberrant drug
behavi or, those sorts of things that really would

require an intervention on either the regulatory
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soci eties or physician would be the ones that | think
woul d be nost appropriate to evaluate from a safety
st andpoi nt .

ACTI NG CHAI RVAN KATZ: So it sounds Ilike
what you're saying is that addiction or whatever word
you'd like to use for whichever construct you're
interested in is one of the long-termsafety issues of
opi oid that needs to be | ooked at.

O her critical clinical issues with regard
to |l ong-term opi oi d outconmes? Yes.

DR SCHREI NER: Partly as a lead-in, |
just wanted to focus attention that for pediatrics,
that we need trials in adults of acute pain. Mst of
the kids who get opiates have acute pain and not
chronic pain, and | haven't heard anything nentioned
this norning about studying these drugs in acute pain
st at es.

W often in kids are extrapolating data
fromadults to children at least in ternms of planning,
and so if we're going to have a rational use of these
drugs in children for acute pain, we should know how
they're used for acute pain for adults.

At | east 60 percent of the children at ny
hospital who cone for day surgery and go hone, | nean,

come in for surgery and go hone the sane day, and
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usually those that are admtted, the primary reason
they're in the hospital is their pain can't be managed
with an oral opiate.

So as soon as they can be managed on ora
nmedi cations, they go hone, and typically they only
need a drug for three to five days, in sonme cases up
to two weeks, but | think that we should not forget
t hat .

And I bel i eve t hat one of t he
presentations Dr. DalPan's slide showed, the nunber
one use for these drugs was surgical pain. So
everybody is focused on the chronic patients, but
let's not forget a really big use, especially in the
popul ati on that | see.

ACTI NG CHAI RVAN KATZ: Does anybody feel
that there are specific patient subpopul ations that
are critical to study long term outconmes in, for
exanple, patients with histories of substance abuse or

patients with histories of co-norbid psychopat hol ogy?

Yes.
DR FRI EDVAN: I think an inportant
popul ations to study long-term effects is the

popul ations of children who use opiates and other
anal gesics long termfor sickle cell anema. | think

this is a population that, again, it's nostly used in
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the acute setting for acute vaso-occlusive crises.
The use of anal gesics starts in childhood, but extends
all the way through adulthood. So this isn't an adult
or a pediatric issue. It's an issue for all age
gr oups.

The other thing is we know that from the
pediatric studies that <children with sickle cell
di sease have long-term cognitive effects of their
illness. How long-term use of opiates inpact on that
is really not clear.

W also know that they are at risk for
cerebral vascul ar abnormalities, including stroke, and
again, how multiple nmedications used over tine affects
those risks and how adjuvant nedications may affect
the risk of vascular injury is really poorly
under st ood.

So if there's one group that we can think
of as a paradigm for acute pain, chronic pain, and
pain over a lifetine, it's a group of patients wth
sickle cell anema, which is not an insignificant
popul ation in the United States.

ACTING CHAIRVAN KATZ: Sure. Dr.
Rappaport .

DR RAPPAPORT: You're all aware that when

we approve a drug it's based on a risk to benefit
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anal ysis, and one of the risks is the risk of problens
with the wong patient population being treated wth
t he drug. So I'm trying to nove it back in that
di rection again.

M/ question is, and one of the things that
we're trying to focus on, is: do the nore general
indications in a nore general patient population in a
trial end up driving the way the drugs are used in the
community rather than vice versa?

|'ve asked that before, but it's inportant
to think about because what's witten, what cones out
of a trial, what's in that protocol and then what
comes out in the study results are what end up
informng the |abel, and the label is what's used to
inform the advertising and marketing and the way the
drugs are used.

| wonder if we could focus on that for
just a mnute before we nove on to the next section.

ACTI NG CHAI RVAN KATZ: Dr. Schechter.

DR SCHECHTER: Yeah, | think that's a
very interesting and inportant point. On one hand |
totally support the notion of very broad |abeling and
broad indications because | think that wll --
i ndividuals are so unique and special, and it's hard

to sort of configure all of the possible situations.
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But I would like to offer an anal ogy,
again, as a pediatrician, thinking about sonething
that's simlar, and 1'd suggest the marketing of
stimulants as a possible anal ogy because those have
sort of -- even though the indications are limted
t heoretically, they're very open to enor nous
i nterpretation.

And there's enornous variability in the
way that even if one goes by the DSM criteria or
what ever, people with varying different degrees of the
same sort of problemget put on stimulants or not, and
nmerely allow ng those into the community, | think, has
been at least in part responsible for sonme of the
increase in use of stinmulants, and | would suggest at
| east sone per cent age of t hat i's pr obabl y

i nappropri ate.

So on one level | support it, but on
another level |I'm cognizant that there may really be
problens, and of course, it becones an individual

clinical issue, and then it's probably contingent on
the academic and practicing conmunity to use those
drugs appropriately.

So | don't want to constrain their use
but on another level 1'm aware that just putting a

drug out there w thout very specific indications m ght
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be probl emati c.

ACTI NG CHAI RVAN KATZ: Ckay. So, again
on focusing the issue of whether there's any specific
popul ation that would be better or inappropriate to
study, Dr. Portenoy, you had a conmment?

DR, PORTENOY: Yeah, just to respond to
Dr. Rappaport.

| think the way that | nodel it in ny head
is that you're in a situation now of sort of an
oscillation between what's happeni ng in drug
devel opnrent and what's happening in conventiona
medi cal practice.

| don't think it's true that having a
broad indication drives clinical nedicine, that drives
conventional nedical practice. W've had |abels that
have had broad indications for a long tinme, but the
reason we're having this neeting now in 2002 is
because we had a phenomenon occur with Oxycontin which
went into the primary care conmunity in a mjor way
during a short period of tinme and then becane
associated with an epidemc or pockets of epidemc
abuse whi ch has driven the sudden concern.

If it was that the broad |abels drove
conventional medical practice, it wouldn't have been

that drug at this tine. It probably would have been
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anot her drug nmany years ago.

But now that we're in a situation where a
spotlight is being shown on the role of opioid therapy
in the primary care managenent of chronic nonnal i gnant
pain, it's appropriate for the agency to say, "Wll
what happens now if we release a drug into this
mar ket pl ace?" Because this marketplace, the US. in
2002 was a different place than the U S. in 1965, and
soif we're going to release a drug at this tinme, what
do we need to have in terns of labeling and in terns
of data that would help stem the problens that we've

identified as occurring with Oxycontin and with other

drugs?

And | think when you look at it in that
perspective, | don't know It seens a little bit |ess
concerning for me about the specific indication. | f

your indication was chronic |ow back pain because
that's what was studied, and the drug is a pure mu
agoni st drug and the conpany nmarketed it and it was a
good drug, it would be out there just like Oxycontin
even though the |abel says just back pain. It would
be used for all sorts of things.

What drives conventional nedical practice
is not just the FDA labels. So | think that's -- you

know, in other words, 1'd ask you to sort of refrane
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your question a little bit. \Wat data are necessary
now to put new things into the current environnment in
a way that would all ow sone confirmation of safety and
efficacy and also a label that reflects the new
realities of what we have |earned with expanding use
during the past few years?

ACTI NG CHAI RVAN KATZ: | think what we
ought to do is nove into the pediatric session. W've
already stolen 20 mnutes from the pediatricians, and
that's not very nice.

So why don't we go ahead then and begin
with Dr. Rappaport who will introduce this afternoon's
session on opiate analgesic use in pediatric patients?

DR RAPPAPORT: In Novenber of 1997,
conmponents of Section 505(a) of the FDA Mbodernization
Act provided the agency with the ability to request
that pediatric studies be submtted for an approved
drug product or for drug product under devel opnent.

In return, a few studies were perforned
according to the points outlined in the witten
request . An additional six nonths of marketing
exclusivity will be granted to the holder of the
drug's application

Effective in April of 1999, the pediatric

rule provide the agency with the ability to require an
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application, an applicant for a drug product approval
to conduct an assessnent of the product for use in
pediatric patients, i ncl udi ng, i f appropri at e,
devel oping a new formul ati on deemed to be needed for
use in a targeted pediatric popul ati on.

Wiile the inpact of the aforenentioned
regul ations on the evaluation of a drug devel opnent
plan has proven to be time consunming and conplex,
we're beginning to see the fruits of our |abor as
drugs previously devoid of data for pediatric
popul ations are being scrutinized in trials of
phar macoki netic activity, clinical safety and dosing
and effectiveness.

Each time we at the agency are asked to
evaluate a pediatric devel opment plan, we nmnust take
into consideration the value of the data that this
plan wll provide, the risks associated with the
experinental use of the product in children, the
appropriateness of the treatnment for the target
popul ation, and the fact that a fair and equal burden
nmust be placed on all sponsors.

A clear set of guidelines from the
physicians who treat pediatric patients with pain
woul d be very useful to us.

In considering the discussion points we
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presented to you this afternoon, continue to keep in
mnd the regulatory franmework that provides for the
availability of pediatric exclusivity, as well as the
requirenments of the pediatric rule, as Dr. Rodriguez
will describe themto you |ater.

Renenber that the product |abeling can
only provide prescribers wth information on the
appropriate use of the drug if clinically sound data
is obtained from appropriately designed trials in the
target popul ation.

Consi der the conundrum of a drug for which
t he agency granted six nonths of marketing exclusivity
based on the conpletion of clinical trials as outlined
in a pediatric witten request only to find upon
review of the data a serious new safety concern
resulting in nonapproval of a pediatric indication
That conpany still maintains six nonths of exclusivity
for all of its indications.

ACTI NG CHAI RVAN KATZ: Dr. Debra Friedman
now wll give us a talk on pediatric use of
anal gesi cs.

DR FRI EDVAN: Good afternoon. I would
like to thank the conmttee and the FDA for inviting
me to conme speak with you this afternoon

Wen | was asked to talk about issues
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regarding analgesic use in pediatrics in a 20 mnute
presentation, the task was rather daunting. So what |
decided to do was present some overall issues wthout
a lot of details and then use sone of the exanpl es of
anal gesic use in pediatrics as a mechani smto perhaps
stimul ate nore di scussion |ater.

So the first thing we think about when we
t hi nk about anal gesics in pediatrics or, of course, in
adults is utilization. Several things go into
utilization. The first is thoughts and beliefs.
Thoughts and beliefs of who? Thoughts and beliefs of
society. Do children really have pain? |If so, should
children be treated with opioids for their pain or
should we try to avoid that because these are kids?

Thoughts and beliefs of physicians are
very simlar to those thoughts and beliefs of the
general popul ation. Again, there's sonme thought in
t he general nedical community that neonates don't have
pai n because because they can't tell us they're having
pain in ways that we're used to in adults or even in
ol der children

There are also beliefs that children
shouldn't be treated with opioids because of concerns
of long-termeffects, addiction and other concerns.

Thought s and beliefs of parents. A lot of
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parents are very resistant to giving their children
opi oi ds. They're afraid their children are going to
becone drug addi cts when they becone teenagers.

And thoughts and beliefs of the children.

The children want you to believe that they are having
pain, and they want to believe that the nedicine
you're giving themis going to make that pain go away.

The next issue affecting utilization is
the availability of agents, not only which agents are
avai |l abl e, but how they' re available, and I'Il go into
that a little bit nore |later.

The third issue is supportive care. This
is especially inportant in pediatrics because you're
treating a growing child. So you need to think about
all the other issues that are going on, and when we
t al ked this nor ni ng about ef fi cacy ver sus
effectiveness, | can't think of a better setting than
pediatrics to think about that. Wat else is going on
in the child s life, and what other kind of support
systens did they have in place as they tried to fight
this pain?

And the last thing to think about is
clinical setting. O course, pain is very different
in a child who's going to receive an analgesic for a

few days post operatively versus a child who's going
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to receive analgesics for nonths on end during acute
cancer treatnment versus children who are going to
recei ve analgesics at end of life versus a child, for
exanple, wth sickle <cell anema who wll use
anal gesi cs on and off perhaps their whole lifetine.

In terns of admnistration, there are
several things to consider. What preparations are
available in children? And what preparations are
appropriate for what age children? The route that
the nedication is given; the dose; are there
establ i shed doses for these medicines in children?

Wat are the other conflicting health
issues that children may have that may affect the
choice of which nedication to admnister? And other
external issues in their environnments.

Wien | think about evaluating a child's
pain, | think about it in who, what, where, and when

Who eval uat es the pai n managenent ?

This norning several panelists discussed
the inportance of a pain managenent team W al so
di scussed the inportance of the involvenent of primary
care physicians in pain rmanagenent. But with
children, you also have to think about the children
t hensel ves and their parents.

So when you think about who nanages their
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pain, well, the pain nmanagenent team whoever that is
in terns of physicians and nurses are inportant. I
woul d argue that other people are inportant, such as
people in their atnosphere, teachers, other support
personnel, social workers, clergy, et cetera. Those
people are all very inportant.

But also we need to ask the kids in sone
way how are we managi ng their pain, and we need to ask
their parents how are we managing their pain. And we
may get different answers when we | ook at the kids and
ask them versus asking the parents versus what we

think as health care providers, and that's a real

challenge in pediatrics, and | don't have a sinple
answer .

What is evaluated? Well, you would think,
"Now, that's a stupid question. It's the pain, of
course." But let's say you're looking at a child who

has oral nucositis from high dose nethotrexate. He's
on cancer therapy. So you think, "Ckay. Wat hurts?”

Vell, their nmouth hurts or their throat
hurts because they've got nucositis. vell, | would
argue that when you're looking at «children and
especially young children, you're treating the whole
child. So you need to ask not only, "How is the pain

in your nouths?" but, "how are you feeling?" and
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that's sonething that's probably also very inportant
in adult nedicine.

Wiere is the pain evaluated? Again, it's
very inportant to think about whether the child is in
an in-patient setting, an out-patient setting or home
because everything else that's going on in those
settings nmay affect pain nanagenent, again, the
concept of efficacy of the drug versus effectiveness
because of the environnents.

And then when is the pain nanagenent
eval uated? Going back to several themes we heard this
norning, we don't want to give kids a prescription for
pai n nmedi cati on and see themin a few weeks.

Simlarly, we don't want to nake follow
up visits arduous for parents and for children and
over evaluate them because we're frightened because
we're giving these nedications to children. So we
need to think about logical tinme frames in which to
eval uate our care.

W also need to think -- when you think
about pediatrics, we need to think out of the box of
just what are we doing with drugs and we need to think
about overall patient and famly concerns.

W talked a little bit about physicians’

t houghts and beliefs. W need to believe that
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children hurt. W need to remenber that especially
for the younger children pain is scary and
unsettling,a nd I would argue that even for teenagers
pain is very scary and, in fact, for sonme teenagers
it's nore unsettling because they're trying to be
gr own- ups. They're trying to be big guys and big
girls. They don't want to cry. They don't want to
et on that they're in pain because they think pain is
for babies, and they'd be less likely to tell you that
they're hurting.

You need to listen to the verbal and
nonverbal cues that parents and children are giving
us. You need to consult with other experts who help
manage the children, and we have to renmenber forenost
that children are not just little adults.

W need to provide conmunication and
education. W need to initiate the use of anal gesics
early in the pain process. It nakes no sense to
assune children have pain and |let them tough it out
for a while for fear of giving them nedication that
may have adverse effects.

W need not fear addiction. W talked a
ot this norning about pain nedications being used
i nappropriately. W talked a |ot about the concept of

tol erance and addiction. Certainly children, |Iike
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anyone else, can msuse drugs. Certainly other
nmenbers of the household can msuse their children's
drugs. And there is certainly a risk of addiction.

But this needs to be studied in the sane
way it's studied in the adult population, and it
shouldn't be a reason not to wuse analgesics in
chil dren.

W need to give parents and children
respect, appreciate their areas  of experti se,
capability, and strength, and we need to involve both
children and famly in these deci sions.

There are nunerous agencies that have set
standards and policies, and |I'm not going to go
through any of these. this is just a sanple of sone
of the many agencies that are involved in standards
and policies regarding analgesic use. And we need to
think about are there appropriate standards in both
adul ts and chil dren.

So we're talking a | ot about anal gesics.
So | thought we should step back and say what is pain.

There are lots and lots of definitions out in the
literature for pain. | especially like this one when
| think about pediatrics. Pain is an unpl easant
sensory and enotional experience associated wth

actual or potential tissue danage or described in
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terns of such damage.

And inportant ternms in this definition are
sensory and enotional experience, actual or potentia
ti ssue dammage.

Sonmeone brought up the point this norning
that pain is what anyone says it is. |If someone says
they hurt, they hurt, and | think this definition
real |l y enconpasses that thought.

In ternms of pain assessnment in children
we need to evaluate the various conponents of pain
and we need to think about matching the intervention
to the individual situation

W discussed a lot again this norning
about whether we need to design trials for specific
si tuati ons. Since pediatrics is a subsection of the
popul ation and a snall subsection of the popul ation
i f you t hen di vi de chil dren into little
subconpartnents for studies, you would never ever have
enough kids for any one study. But you need to think
about what's the situation of the child and try to
match the intervention

W al so need to think about the domains of
pain in children: affective. How do the children
feel ? Behavi or al . How are the Kkids acting?

Cognitive. Wat are they thinking? Sensory. Again,

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

235

what do they feel in a truly sensory sort of way? And
physi ol ogi c. What kind of signs can we see on an
exanf?

Routes of analgesic in children are

inmportant to consider. In terns of oral nedications,
taste is very inportant. | f you have children where
they're not going to be able to swallow a pill and

you're going to give themliquid nedication, kids are
not going to take something that they think tastes
"yucky." It's plain and sinple.

So what we need to do is think about
nmedi cations that are palatable. W also need to think
about the preparation, and we need to be really
ingenious in thinking about preparations that are
going to be appropriate for children.

Young children certainly can't swallow big
pills. They will take liquid, but if you had dosing
where they're going to need to take large quantities
of liquid, even if it tastes good, they're not going
to want to take all of that, and especially if they've
got ot her nedical conditions going on. A lot of sweet
tasking, sugary kind of liquid that's thick and
fl avored may nmake them quite nauseat ed

W need to think about onset of action. A

ot of talk was this norning about Oxycontin. W do

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

236

use xycontin in pediatrics. We obviously don't use
it in very young children because the dose is
i nappropriate, but we do need |long acting nedications
inchildren. 1It's an inportant, inportant area that's
| acki ng.

But we also need to think about if Kkids
can't swallow capsules and that's the way we have
these long acting nedications. What ot her Kkinds of
oral preparations can we conme up with that will have
| ong onset of actions?

Simlarly we nmay need sone nedi cation that
is very short onset of action. Some things like
transnucosal filnms and sublingual tablets, although
it's very hard to explain to a child to put sonething
under their tongue.

Bi oavai l ability needs to be thought of as
wel | as other physiologic conditions. You notice that
I have i ntramuscul ar right next to pai nfu
admnistration, and | did that very deliberately.

I ntranuscul ar nedi cation should not be thought of as
pain nedications in children. It makes no sense to a
child for themto cone to you and say, "I hurt," and
you're going to go and give them a needle to nake it
stop hurting. No child is going to buy that, and

they're not going to tell you they hurt anynore, as
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wel | as, of course, the issue of wide fluctuations in
absorption from nuscl e.

| ntravenous nedi cations are very inportant
in children. W need nore studies in terns of the use
of continuous or intermttent medications. They are
safe if done appropriately. They provide confort, but
we need to think about dosing, and if we need specia
di | uti ons.

Transnucosal nedications, what | think
about is the Fentanyl lollipop. There are real issues
of safety. \Wat happens? Can the kid choke |ike they
can choke on any other lollipop? Can they fall asleep
with it in their nouths?

| think there's a big risk of confusing
nmedi cation with candy. Wen we think about the issue
of opiates in kids, we worry about will other kids in
the house ook at this, think it's candy, and take it.

Vell, | would argue that that's not a reason not to
pursue opiates and other analgesics in pediatrics
because kids can take their parents' analgesics as
wel |l as they can take their siblings' anal gesics.

However, if you nmke it Jlook Ilike a
lollipop, you are asking for trouble. So you need to
think about do we really want to nake things for

children in preparations that |ook Iike candy. And we
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need to think about appropriate nonitoring and safety
around that.

Subcut aneous continuous infusions are
rarely used because the need for |ocal anesthetic.
Transdernmal nedications are inportant, and we need
nore research in that system because often the patches
are too big in ternms of a starting dose for young
children, and regional anesthesia is used in certain
settings as well.

Dosi ng i ssues. this is one of the nost
i nportant areas where we need research in kids because
kids are not little adults. So what we often do is if
there's not pediatric dosing that's been tested and
avai |l abl e, we extrapolate down from the adult dose.
So we say, okay, an average male is 70 kilos, and we
give himthis nmuch. And this is kid is 20 kilos. So
we're going to give themthis nuch

We know that's not the appropriate way to
do it, but we don't have a lot of data for a |ot of
drugs in ternms of dosing.

The other thing is we need to give kids
enough nedi cation so that they stop hurting, just like
we do with adults. So we shouldn't be guided by fears
that if we give them higher doses they're going to

becone addi ct ed.

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

239

W need established guidelines as a
starting point, and we need to escal ate doses with the
goal of confort with tolerable side effects, and we
need to think about the pharmacokinetics of drugs.

In terns of pediatrics, we don't have a
huge repertoire of nmedications. The nobst common
nmedi cations we wuse to treat very mld pain are
acet am nophen and i buprofen. There are other
nonsteroi dals that are al so used.

For noderate pain we have, you know,
things |ike codeine and hydrocodone, oxycodone,
ketorolac, and for severe pain we have norphine,
hydr onmor phone fentanyl, methadone. There are nany,
many ot her nedi cations that we use for pain, but these
are the nost conmon ones.

And these are the sane ones that we use in
adul ts. So we need studies to really |ook at these
medi cations for children appropriately.

W also use a lot of adj uncti ve
nedications, and | think these nedications are
important, and for sonme kinds of pain they're going to
help the pain, but we also have to be careful not to
use adjunctive nedications to treat pain when we're
not usi ng anal gesi cs.

So if children have pain and fever, they
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shoul d receive anti-pruretics. |If they have pain and
they're anxious, they should receive analgesics and
anxiolytics, but it nmakes no sense to give a child an
anti-anxi ety nedicine and not treat their pain.

Simlarly, if you give children enough
sedatives, they'll sleep through their pain, but that
shoul dn't be the goal. The goal should be to treat
the pain, and then if they need sedation for sone
reason, then provi de sedati on.

W need to, of course, use anti-pyretics
and anti-anetics if kids have itching or nausea and
vomting related to their narcotics.

Simlarly, | axati ves i f they're
const i pat ed. Ant i depressant s, we're usi ng
antidepressants in pediatrics like it's being used in
adults for certain types of chronic, nonmalignant
pain, and we need nore research in that area.

W're starting to use anti-convul sants for
neur opat hic pain, such as gabapentin from vincristine
related neurotoxicity, and anti-spasnodics as well,
but again, we need to think about are we using these
as adjuncts or are we using themas substitutes.

In terns of deciding what nedication, the
Wrld Health Oganization has its pain letter that

everybody is very famliar with, and | think that
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people start with a non-opioid and then up to an
opioid from mld to noderate, and again, this broad
| abel i ng that we tal ked about this norning.

And then if the pain is persisting, an
opioid for noderate or severe pain, and | think we
need to rethink this paradigmwth all respect to the
very brilliant people who devel oped it because perhaps
what happens is often in pediatrics we start at this
bottom level, and we don't go up fast enough because
we don't pick up on all of the cues that the kids are
giving us that they're having pain.

|"m going to skip these for tinme. Common
uses of opioids in children. W use it in
mechani cal |y ventil at ed neonat es, i nfants and
children. W use it for procedural pain. W use it
in the setting of acute trauma or illness, including
surgery. W use it for sickle cell vaso-occlusive
crises, for burns, for cancer pain.

Several studies have | ooked at the use of
pain nedications in specific, in specific areas of
pediatrics, and | think looking at sone of these
studies brings up sone big issues in pediatrics.

So looking in the intensive care unit,

wel |, fentanyl may increase intracranial pressure and
increase chest wall rigidity and, therefore, sone
SAG CORP
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intensivists are less likely to use it, although it's
a very good anal gesi c.

Mor phine may cause sone venodilitation,
again, may preclude some of its use. There are
concerns over respiratory depression which may limt
dosing. If a child is admtted to the intensive care
unit and has a borderline respiratory status, there
are sonme intensivists who will be less likely to use
an opioid analgesic which nmay cause respiratory
depression, or they may feel unconfortable wth
pushing the dose to achieve good anal gesia because
we're going to tip the kid over the edge and the kid
is going to end up requiring intubation.

Kids who are in intensive care units are
very ill, like are adults, and they have altered
hepatic or renal function which inpairs the ability to
give certain analgesics, and pain may be nore
difficult to assess especially if «children are
sedated, and time may not be taken to assess pain
managenent .

In the energency departnent severa
studi es have | ooked at the conparison of pediatric and

adult centers, and several things have cone out of

this that | think are very inportant to renenber.
Doctors are less likely to order analgesics for
SAG CORP
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chi | dren. Children are less likely to receive

anal gesi cs even when order ed.
Children are nore likely to receive non-

narcotic agents. Adm ni stration of analgesics are

del ayed and often under dosed. Hone nedi cations and

instructions are inadequate, and people don't ask what

the hone situation is like to nake sure that they're

sending kids, especially with opiates, hone to safe

situations.

And inportantly, on the positive side,

adver se effects of pr ocedur al analgesia wth
appropriate nonitoring are rare.

In terms of sickle cell crises, we usually
use conbinations of opioid and nonsteroidal agents,
and this can be very effective. I nf usi onal ,
continuous and bolus infusions are used. W need to
renenber the avoidance of meperidine in this

situation. As a netabolite, it's epileptogenic, and
if you had a sickle cell patient who then starts
havi ng sei zures, then you' re saying, "Ckay. Is this
kid having seizures because we just gave him
nmeperidine or is this kid having seizures because
they're having a CDA related to their sickle cell
di sease?"

But, again, this is outside of big

SAG CORP

202/797-2525

Washington, D.C.

Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

244

pedi atri c henmat ol ogy-oncol ogy centers, and outside of
academ c centers where you have pain specialists who
treat children. This may not be well known, and this
can cause nore conplications for children. So we need
nore educati on.

W need a good way to transition from
transfusional to oral or transdernal approaches. W
need not to delay in starting anal gesics for children
with sickle cell disease who are in pain.

There's need for observational wunits in
hospitals so kids don't get admtted when they don't
need to be, and we need to think about and to try to
overcone the confusion between tolerance, physical
dependence and addiction. Again, some of these
children have received narcotics for many, nany years,
having credible narcotic tolerances, but are not
addi cted and are not drug seeking kids.

In terns of cancer pain, pain my be
chronic and require conbinations of agent types and
adm ni stration, and we need to learn to be creative.
Many sets of guidelines exist, but uniformty wthin
and anong centers is |acking.

Under nedication is still a comon issue,
especially, especially towards the end of Ilife, and

this is a particularly bad period for children.
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Nobody likes to think about a child dying. Peopl e

don't recognize pain at the end of life. Parent s
often are barriers to providing good pain relief to
their children at the end of life, which people would
think nakes no sense, but lots of parents equate
giving children opiates with giving up on them and
therefore, say, "No, they don't really need that
nor phi ne. "

Physi ol ogi ¢ conditions, of course, dictate
choice of agent, node of adm nistration, and dosing,
and we need a transition from hospital to hone
setting.

Congr essi onal provision declares that this
decade is the decade of pain control and research.
There are several things that have been said out at
the National Pain Care Policy Act of 2001. So we now
even have sonme government support behind us.

O course, we need to take the lead as
scientists and work together with government agencies
to try to design appropriate research for pediatrics.

W need to think about the epidem ol ogy of pain and
utilization practices in children.

O course, we need studies that focus on
phar macoki neti cs and pharmacodynam cs, but not at the

exclusion of other issues. W know very little about
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mechani sms of pain and nechani sns of actions. Al new
agents should include pediatric patients. A der
agents still need pediatric trials.

We know that norphine works in kids, but

we don't really have great ideas about dosing, and we

still don't have big studies that talk about
cl earance, et cetera. W need broader dosage forns
and routes of admnistration. W need an adequate

supply of drugs.

There's nothing nore frustrating than to
be treating a child with chronic cancer pain. You' ve
got them stabilized on a hydronorphone drip, and then
you find out, oh, there's a national shortage of this,
and our pharmacy only has one dose left, and you' ve

got to switch them over to norphine, and that happens

alot.

W need conbinations of different drug
cl asses. We need conbinations of pharnmacol ogic and
nonphar nmacol ogi c managenent , and we need to

destigmati ze patients, famlies, and doctors wth
respect to opioids for pain relief.

| think this is a job for all of us in
this room today, the health <care providers, the
children, and the adolescents, the parents, the

greater community, the pharmaceutical industry, the
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Federal Drug Admi nistration, the NIH, as well as other
granti ng agenci es.

Thank you very nuch for the opportunity to
speak with you this afternoon.

ACTI NG CHAlI RVAN KATZ: Vel |, thanks, Dr,
Friedman, for a very nice overview. Wiy don't you
stay there for one second?

First of all, 1've seen a lot of people
fanning thenselves and looking like they' re about to
keel over. So we are turning down the tenperature in
the room to try to cool it off a little bit and
hopefully revive sone of you who didn't tolerate the
heat very well.

Wy don't we take one or two questions
fromDr. Friedman? And then we'll nove on to the next
t al k.

Are there any questions about t he
information that Dr. Friedman just presented?

(No response.)

ACTI NG CHAI RVAN KATZ: Al right. Thank
you very nmuch then. That's great. I['"m sure nore
guestions will cone up

I'd like to introduce now Dr. Bill
Rodriguez fromthe pediatric teamat the FDA, who wl|

now be speaking to us in nore detail about pediatric
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exclusivity and the pediatric rule.

And | hope, Dr. Rodriguez, you can give a
nore conplete introduction since we didn't get to hear
about you during the introductions this norning.

DR RODRI GUEZ: Dr. Katz, Dr. Rappaport,
Dr. Kweder, nmenbers of the Advisory Commttee,
col | eagues, pediatricians, it is for me a pleasure to
be here to share with you very exciting information
that has to do with essentially how we're going to
probably acconplish sone of the things we're talking
fromthe pediatric point of view

|'"m going to share with you sone of the
exclusivity initiative, sonme of the rule, and then an
area that we just noved in on the 4th of January, the
Best Pharmaceuticals for Children Act.

So essentially those three things are
pretty nmuch collaborative in terns of our working and
in our studies of the pediatric popul ation.

No pain involved, a relaxing atnosphere.

(Laughter.)

DR RODRI GUEZ: This paper, dinica
Phar macol ogy, 1992, by G Iman and co-workers -- thank
you. that took care of the first obstacle -- show

that there was inadequate information regarding

pediatric use in about three fourths of prescription
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nmedi cat i ons.

It's a little bit interesting that we all
have been using nedicines in pediatrics and doi ng back
and forth what is called extrapolation at best, and if
we could go back to the 1900s, early, but decided that
woul d be boring at this noment so | decided to take
sonmet hing after the '50s, and it's actually in 1979 we
have directives, level of requirenents in the federa
regul ations asking that for indication approving
adults, there must be sone special evidence derived
from adequate and well controlled studies, and then
that there should be sone information about the
pedi atric use.

Safety and efficacy in the pediatric
popul ati on, not established. That's what we've got.
Very interesting.

In '94, we have an attenpt at taking care
of, well, mybe we don't have to do all of those
studies in pediatrics. W can use those situations
where the course of the disease and the effects of the
drug, both beneficial and adverse, are sufficiently
simlar in the pediatric population we're going to be
able to extrapolate and, therefore, |imt the nunber
of studies that need to be done in the pediatric

popul ation and essentially do PK or safety data and
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say we have gained this information and we'll have it
on board.

It sounds very good on paper, but if you
take a | ook at the nunber of new nolecular entities
and the nunber of pediatric studies that were done for
these new nolecular entities by '97, you say, "M
gosh, you know, we had approximately between 15 and
25 percent, dependi ng on which nunbers you take." Not
very good.

So we have the first attenpt at solving
what is called the i nadequacies of the studies for the
pediatric population, and it is the Food and Drug
Admi ni stration Mdernization Act, which was signed
11/21/97, and is sunset this year.

W have the pediatric rule that we'll hear
nore about it, and then we'll hear sone new attenpt to
not only extend FADAMA, but to close the holes that
FADAMA had in terns of sone of the stuff that Dr.
Rappaport nentioned earlier. If we come upon
sonmething that is not very -- | nean that is scary or
what ever, what do we have in hands to make sure that
everybody knows about it and out kids don't continue
to be exposed to a nedication that nmay have sone
problens or at |east that the physician and the famly

knows what those problens are.
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We have in FADAMA the market exclusivity.

| call it the carrot, and essentially the Secretary
woul d make a witten request through the Food and Drug
Adm nistration to the holder of an  approved
application, and if there was a pattern of exclusivity
of a level, then six nonths of exclusivity could be

added.
But that assuned that the person to whom

the witten request or the owner actually fulfilled

the requirenents of the witten requirenent. It
didn't have to leave to a label, but you had to
fulfill what we thought was needed. That was probably

alittle hole that has been taken care of.

What did that result on? That result in
sponsors actually proposing 293 trials and talking
about different nedications. That's far in excess of
what we had before.

FDA issued 237 and as of 1/1/02, 56 of
t hese have been submtted with pediatric studies.
That, again, is in excess of what we have submtted
from "92 to '97, and of those, 49 were granted
excl usivity.

In other wor ds, not everybody got
exclusivity, and in fact, let ne tell you that there

are sone that didn't get the exclusivity, but we got
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stuff for the |[abel. So it's actually a very
i mportant point to keep in m nd.

And 28 of these have new | abel. So
essentially we have done nore since this initiative
started than we have done, say, from'92 through '97,
and what type of studies have been done?

el |, approxi mat el y one third have
efficacy and safety or have a PK on safety or PK on
phar macodynam cs, safety. So essentially we use
what ever was available that |ooked reasonabl e, was
used, and a total of 561 studies were done for 237
product s.

Now, a very inportant point. O those 28,
what have we |earned? And we have in there that
approxi mately not only do we need to extend the agency
safety profile for a team not only did we conme up
into one where the kinetics showed that there was even
in excess of the levels that are expected in the adult
and that they would expect also from the
extrapol ation, but there was no effect whatsoever in
the pediatric popul ation. A very inportant point to
keep in m nd.

And the |abel now says not effective in
spite of the pharnmacokinetics and everything. So

that's sonet hing that people should be aware of.
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Nine have had significant dosing for

changes for risk: m dazol am propofol . Sonmebody
nmenti oned fentanyl over here earlier. If you give
that little lollipop with propofol, you can have
massive drops in the pulse of the patient. So that's
one t hing.

Propofol, there is some question of in a
non -- where causality had not been determ ned yet,
where there was nine percent nortality noted in the
pediatric ICU conpared to the control, not in the
anest hesia. That has to be proven.

And we have seen sevofl urane, fluvoxam ne,
gabapentin, and provol ac. FIl uvoxam ne, some of the
kids, eight to 11, for exanple, girls, were getting
overdosed. Sone of the adol escents were getting under
dosed.

What do you see in the PDR? W don't know
why it isn't working well in the adol escents. Vel |,
actually they probably needed nore where the children
needed | ess.

Gabapentin, children under five years of
age may need a higher amount of it because their
netabolism is tw to three tines faster than the
pedi atric popul ati on.

And we can go down the line all the way
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over. So these are nedications where we have found
out we were using them and we were using them
i nappropriately, many of themin pediatrics.

Now, let's nove to the rule. It was
published in 12/2/98, but we could not require things
until Decenber of 2001, and it required that for
certain new marketed products -- | nmean packaged drugs
and biological -- that the conpany or the owner or the
person submtting the application had to put down the
intentions  of doing studies in the pediatric
popul ati on.

Wien would this turn on? This was
actually discussed with the agency if it was a matter
of something that would be used for |ife or death
during the first phase discussions. Qherw se during
t he second phase di scussi on.

At that tine the plans for conpletion of

studi es or whether there will be a deferral or whether
there will be a waiver. So it's not that we were
trying to hold the adult popul ation hostage. It was a

matter that we wanted this to be known in the kids.
And it was actually for conditions for
whi ch the conmpany was | ooking for application adults.
For exanple, if you're trying to study pneunonia in

adults, then do pneunonia in kids, and that's what the

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

255

agency was requesti ng.

Now, there could be a referral if the
conpani es were ready to submt the information for the
adult and the pediatric studies were not ready, for
exanple, or we needed nore studies in the adults of
effectiveness and safety before we accepted the
pedi atric condition.

Now, the studies were waived if the use
did not neet the criteria for a mninmum therapeutic
benefit and substantial use, both. This is an area
that is confused many tines by industry, by the way.
It has to be "and," in other words, both.

The applicant may have all the best wll
in the world, and the studies nmay be inpossible. For
exanple, there are patients dissemnated all over
creation, and in other words, not enough in a place to
do it. So, in other words, the agency is not trying
to be obtuse. It's trying to be very practical with
what' s been done.

And ot her produces are safe or effective
in pediatrics or it could be a condition, for exanple
that does not affect the pediatric: BPH for exanple,
cancer of the breast, in other words, and there is a
list in the literature going into that, or you heard

that we could require a formul ation.
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Now, the conpany nay have gotten the best

pharmacol ogists in the world and been wunable to

develop the fornulation, and the pharnmacol ogy. They
say, well, we have to work wth whatever we have
avai | abl e. W're not going to hold you hostage

because you try your best in all honesty.

But nore inportantly, the adult was not
del ayed, and it actually pronmoted the early
consideration of pediatric use and drug devel opnent
pl ans. Wat's happened with these other, with what is
call ed the stick?

Well, we're doing analysis once a year,
and in 6/01 -- you renenber 499. The products were
approved from there, but we do not require anything
until Decenber. Products approved in 499, 41 wth
pediatric studies; 170 are deferred; 241 waived.
Renenber that we could not require anything before
Decenber, and 12 of these were granted exclusivity;
288 as of 6/01 have submtted thus far.

So we're making progress from the biased
point of a pediatrician. How does it differ? Wy
does the whole thing differ between final rule and
FADANA?

In the final rule the stick studies are

requi r ed. However, the evaluation for the pediatric
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information, only the drug product and indication
currently being produced are to be submtted. Wi | e
in FADAMA, we could send an urgent request, but the
conmpany will say, "W aren't going to do it," and that
was it.

And evaluations are needed for pediatric
information on the active noiety. So essentially it
could be a nunber of things that we thought would
fulfill public health benefit, and the incentive only
exi sts when there is exclusivity or patent protection.

Now, here we are at this stage i n HANSCOMV
the Best Pharmaceuticals for Children Act signed into
[ aw, 104-92. What did it do?

Fi rst of al |, ext end pedi atric
exclusivity. Congress recognized that we were making
some progress there.

And another thing that was done was that
pediatric stuff my have to be handled 1like six
nmonths, six nonths prior to review In other words,
they have to be given priority and nove.

And the sponsors are required to submt
with the IND a statenent about intent to study
pedi atric popul ati ons. So essentially it sort of
supports the rule and pronotes the FADAMA experi ence.

But it did nore than that. The NIH in
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cl osed session with the FDA and other official experts
is going to develop and prioritize the publish of off
patent drugs. Renenber in the previous experience the
drugs were on patents. Now it's off patent drugs
There are a |lot of those around, as we all know.  Sone
of themare used for the pain. That's right.

And so that needs to be studied in the
pedi atric population. So FDA -- NIH pronotes it. FDA
does it, and FDA issues a witten request to innovator
and generics. In other words, this witten request to
innovators and generic, if it is declined by the
i nnovator or the holder of the generic, then we turn
that witten request to NH for developnent of a
request for proposal

So essentially now it's in the hands of
NlH, and even if the innovator or the holder of
generic, they wll be given appropriate tine, et
cetera. There w Il be a guidance. It wll be
pronoted, et cetera. This is just a general thing
| ooki ng at sonething that was approved this nonth. So
things may change a little bit.

Then the NIH now provides it to like a
grant, like a -- yeah, like a grant. And when t hat
information is finished, the study is reported to the

NIlH and the FDA, and it becones public domain. So, in
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other words, it doesn't matter what we find. You all
will findit. Gkay?
And within 180 days it wll also be

published in the Federal Reqgister. So essentially

it's going to be open wi ndows for everything that we
find. Okay?

As far as labeling is concerned, for both
approvabl e and approved application at the tine of
action, if the labeling remains the only issue, it is
referred then to the Pediatric Advisory Subcommttee,
and the Pediatric Advisory Subcommittee then takes a
| ook, and if they approve on that, then -- and, by the
way, sone is published on the Wb at that tine, and we
have a di spute resol ution process that effectuates the
| evel in change, and if there is not agreenent wth
the approved drug holder, then what happens is that
FDA coul d really m sbrand the drug.

What el se has happened too? There's also
going to be an O fice of Pediatric Therapeutics set up
within the Commssioner's Ofice. The Pediatric
Oncol ogy Subcomittee has been restructured. There is
going to be a Pediatric Advisory Pharnmacol ogy Advi sory

Commttee to advise the FDA Comm ssioner so that we

will have the nost scientific and the nost approach,
so that there will be no criticisnms that you peopl e at
SAG CORP
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the FDA are doing this and you' re not aware of what's

goi ng on.

On the outside, yes, there will be people
who will be from the outside to helping on that, and
nor e i mportantly, there's been a requi r enent

concerning tracking ethnicity and race for witten
agreenent. (Ckay?

There is also a request fromthe Institute
of Medicine to develop a review of federal regulations
and report of research relating to children addressing
i ssues such as assent, mnimal risk, and conpensati on,
t he nost ethical approach to anything that we do.

And inportantly, a foundation for the
National Institute of Health to receive witten
requests for products which has patent life. So, in
other words, if we have products that you all think
are inportant, that we have information for public
health benefit and they have patent life and the
sponsors decline to honor the witten request, we can
actually -- the Conmm ssioner can actually return it to
the foundation at the National Institutes of Health
and say, "Okay. This group, academic group in the
community is going to do the work, and this wll
result in the formation that we need to be able to

study that."
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So essentially we're going to have the off
patent with the NNH RFPs, and by the way, there are
approximately $200 mllion a year assigned to the NI H
for that, and this foundation which already exists at
the NIH which will take care of the witten request
for products that still have patent life.

Al so, for safety, all adverse events, not
just the rapid (phonetic) indications, wl]l be
reported for one year after exclusivity is granted to
the new Ofice of Pediatric Therapeutics, and the
report will be reviewed by the Pediatric Advisory
Subcommittee and any reconmmendations for action
obt ai ned.

In other words, we're going to nmake sure
that any questions of adverse event becone -- see the
light of day, becone part of the level it my be,

becone part of the docket, becone part of the Federal

Reqgi ster.

If you want to find nore about it, which I
j ust barel y ski mred t he whol e t hi ng,
www. f da. gov/ cder/pediatrics or you can call, for the
people who may not feel |ike spending the tinme in

front of the conmputer, (301) 594-PEDS. There, you
see.

And essentially | have enjoyed the tine

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

262

with you all, and one of the reasons why |'m doing
this, because these are ny grandchildren, and | just
want to nake sure that they get the safest, nost
efficient nedication if they need it.

Thank you.

ACTI NG CHAI RVAN KATZ: Thank you very
much, Dr. Rodriguez. Wiy don't you, if you could,
stay up there for one mnute?

We have tinme for a couple of questions for
Dr. Rodriguez and his presentation if anybody has any.

(No response.)

ACTI NG CHAI RVAN KATZ: Thank you very
much. | appreciate it.

DR SCHUSTER Bill.

ACTI NG CHAI RVAN KATZ: Oh.

DR SCHUSTER: | keep seeing the nunber of
studies in newspapers and in your presentation, you
know, 400 and sone odd, and 560. Those are the nunber
of studies requested. They're not the nunber of
studi es that have been perforned.

DR RCDRI GUEZ: No, no, no. | have in
t here how nmany have been turned in.

DR SCHUSTER | wunderstand that.

DR RODRI GUEZ: Yeah.

DR, SCHUSTER:. So there are 59 drugs that
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have been turned in, and it's a little over two
studi es per application, but we don't know how nany of
those other requests are actually being translated
into action.

DR RODRI GUEZ: Ckay. W do have
internally that information, and | can tell you that
approximately four fifths of those are in the process
of wor ki ng. In fact, we're just trying to -- we're
braci ng ourselves for the onslaught that is going to
be com ng in because each tine these things cone in,
there has to be a -- the division has to work on it.

W have an exclusivity board. They have
to work on it, and essentially it's a nmajor, tine
consum ng process. But we're |ooking forward, and you
know, the people in the divisions are very hel pful

Thank you.

ACTI NG CHAI RVAN KATZ: Thank vyou, Dr.
Rodri guez.

Wiy don't we then nove on to Dr. Rappaport
again who wll be speaking with us about pediatric
opi ate analgesic trials and devel opnment plans and w ||
be giving us sone case vignettes.

And right after that we'll be taking a
br eak.

DR. RAPPAPORT: Thank you.
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After the break there's going to be a quiz
for the commttee nenbers on the difference between
the pediatric rule and pediatric exclusivity.

(Laughter.)

DR RAPPAPORT: It took those of us who
work with this every single day the full five years
before the bill canme up for reauthorization before we
understood it.

This afternoon, as Dr. Katz said, I'm
going to present three brief vignettes of drug product
devel opnment plans that raise specific issues in
relation to pediatric patients. Wile these are only
three out of hundreds of developnment plans that now
nmust find ways to be responsive to the pediatric rule,
these three do cover a broad range of issues that we
frequently encounter.

O course, due to the proprietary nature
of drug products that we review, these drug
devel opnent plans are hypothetical. However, these
hypot hetical products consist of a conpilation of
features drawn from very real drug products that are
under devel opnent.

Drug nunber one is a novel, long acting,
nodified release, oral preparation opiate. The

sponsors propose studying this new fornmulation in a
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singl e, multiple dose pharmacokinetic study in
pedi atric patients over the age of seven years. Wile
the protocol for this study indicates that efficacy
will be assessed along wth safety as secondary
obj ectives, the study would clearly not be considered
adequate to establish efficacy by design.

And the sponsor's rationale for not
performng an adequate and well controlled study
consists of the follow ng points.

Fi rst of al |, efficacy for opi at e
analgesics can be extrapolated from adults to
pedi atric patients.

And, secondly, the endpoints normally used
to assess effectiveness in adults are unreliable in
chil dren.

The sponsors al so requested a waiver for
pedi atric patients under seven years of age. Thei r
rationale for this request consists of the follow ng
poi nt s.

Substantial use of this product has not
been denonstrated in the younger pediatric popul ation.

The second one is recruitnment would be
difficult.

And the third is that the «currently

avai |l abl e doses would be too high for the younger
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pedi atric patients.

W already have sone answers to these
guestions fromthe previous talks. In your discussion
this afternoon, please consider what evidence is
available to support or refute the sponsor's
contention that efficacy of opiate anal gesics can be
extrapolated fromadult to pediatric patients.

W're aware of the difficulties inherent
in the assessnment of pain in pre-verbal pediatric
patients. However, how reliable are the currently
avail able tools for measuring pain or pain relief in
the very young chil d?

Al so, please include in your discussion
the issues of recruitnment of pediatric patients for
anal gesic trials. What factors are inhibiting the
ability to recruit these patients?

Wiile we have not seen this as a nmjor
i npedi nent to the drug devel opnent prograns that we're
currently eval uati ng, it is inportant to us to know
if there is a problem and why that problem exists and
if there's sonething that we can do about it.

Finally, include in your discussion the
devel opnment of new formul ations. Wat fornulation and
routes of admnistration that are currently not

avai |l abl e m ght be useful in the pediatric popul ation?
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Dr. Friedman talked a lot about that, and we'd
certainly like to hear from everybody else on that
i ssue.

Some sponsors have actually argued that it
woul d be inappropriate for the agency to require a
sponsor to develop a new fornulation for pediatric
patients under the pediatric rule due to the lack of
data to support that the forrulation would be of any
val ue in the marketpl ace.

Wiile we believe that it's often difficult
to know the value of a new drug product until it's
been used and studied in a particular patient
popul ation, the rationale that a sponsor would not be
marketing this new formulation is not one that we can
consider in the setting of public health risk-benefit
assessments.

However , we do recognize that t he
realities of the marketplace play a role in drug
devel oprent .

The second drug that | want to tell you
about is a new delivery system for chronic malignant
pai n patients. This is a drug delivery system that
provides pain relief for pain lasting greater than 24
hour s.

A previously inproved injectable opiate
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project is held in a reservoir that adheres to the
skin, and a continuous subcutaneous infusion is
adm nistered fromthe reservoir via a 25 gauge needl e.

Bol us doses may also be adm nistered by the patient
by pressing a snmall button on the device. Appropriate
| ock-out nechanisns are built in.

The sponsor has requested a waiver for
pedi atric patients under 12 years of age, and they' ve
done so because they believe that it would be an
unsaf e product in younger children.

In addition, they argued that patient
controll ed anal gesia in the younger pediatric patients
is inappropriate and that the boluses would be too
| ar ge.

This, of course, brings up the possibility
of requiring the sponsor to reformulate this device so
that the product would be available for younger
patients.

What are the appropriate age groups for
continuous infusion devices for patient controlled
anal gesia, for needle delivery devices, and for
devices that are applied to the skin for prolonged
periods of tine and for other innovative devices?

In discussing these delivery systens,

pl ease address the larger issue that we at the agency
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are grappling with on a regular basis, and that is:
what are the needs of the pediatric patient popul ation
for high tech delivery devices? Wuld it be nore
appropriate to require those resources to be spent on
new fornmulations of old opiate drugs that can be
del i vered by nor e tradi ti onal rout es of
adm ni stration?

In particular, for the infant and neonat al
pati ent popul ations, what are the specific needs that
are not currently being nmet? And what are the
exi sting inpedinents to neeting those needs?

The third and last itemI|I'm going to tel
you about is the new fixed dose opiate-acetam nophen
conbi nati on drug product. Sponsor has requested a
wai ver for all pediatric patients, arguing the
conbi nation drug products are inappropriate for this
pati ent popul ation.

They also report that their IRBs don't
feel that analgesic trials are ethical in children,
especially placebo controlled trials.

As physicians in training, we were al
taught that conbination drug products are, in general,
not the best idea. Not being able to adjust the
i ndi vidual conmponents might lead to significant and

unnecessary toxicities.
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However, these products do appear to
i nprove conpliance, and they're wdely wused in
reality. Pediatric patients are likely to be nore
vul nerable to the toxicities, however.

We' d appreciate your considering the val ue
of these conbination analgesic drug products and the
pediatric armanmentarium \Wile we always require that
an appropriate rescue nedication paradigm be witten
into any pediatric pain trial protocol, are there sone
settings in which this is not an appropriate strategy?

W'd like you to discuss the ethica
consi derations that exist when performng pain studies
in children

These are the currently available drug
delivery systens for anal gesics. | can't tell you
about the new forrmulations in the pipeline today, but
| can tell you that there are sone very novel and
i nnovative products out there, and that sone of them
have potential to advance the science of drug
del i very.

Some of them also have the potential to
endanger patients and fam |y nmenbers in very novel and
i nnovative ways. As you address the follow ng
di scussion points this afternoon, please renenber to

keep in mnd the inportant |egal and regulatory
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framewor k described to you today, and please feel free

to ask questions of those of us fromthe agency.
|"mgoing to read the question to you, and

then Dr. Katz will introduce each one individually.

The first discussion point, as we prefer
to call it, is the following. However, 1'd just like
to say that these were witten to provide the basis
for a sort of broad discussion of the issues relating
to pediatric anal gesic use and devel opnent.

That being said, there are a nunber of
very specific questions we're trying to get at here,
and so we may interrupt and try to focus your
conversation in certain directions, and many of those
guestions are things that | included in this talk and

that Dr. Friedman di scussed in her talk as well

This first question: the FDA is aware
that there are still significant wunnet needs in
pedi atric pain nanagenent. In the context of the

agency's new nandate to require studies of drugs in
children, discuss these unnet pharnmacotherapeutic
needs in current pediatric pain managenent and how
they mght be nmet with regard to opioid drug products.

I ncl ude di scussion of the significance of
barriers to opiate analgesic trials in children and

what strategies mght be used to overcone those
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barri ers.

The second di scussion point for today this
af t er noon, many di fferent opi oi d fornul ati ons,
delivery nethods and drug device conbinations are

currently on the market or nay be available in the

future. Discuss the age appropriateness and
[imtations of t hese vari ous nmet hods of
admnistration, as well as any other that my be

particularly useful or particularly hazardous in the
treatnent of pediatric pain patients.

And the third discussion point for this
af t er noon, it's been historically accepted that
mechanisms of action of opioid analgesics are
sufficiently simlar between adults and children so
that large controlled studies to denonstrate efficacy
have not been required for a pediatric indication.

I nstead pediatric trials have been largely focused on
i nvestigating safety, pharnacokinetics and appropriate
dosi ng regi nens.

Di scuss the shortfalls, if any, to this
approach, and al so include discussion of approaches to
dose finding and the evaluation of pain in the very
young patients.

And the last discussion point for this

afternoon's session is as new opiate analgesic
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products becone available for home wuse in younger
patients, there may be a risk of accidental ingestion
by famly nmenbers or deliberate abuse and diversion of
t hese nedi cati ons.

Di scuss t he strategies for risk
communi cation and risk managenent that should be
considered at the tinme of pediatric opioid drug
approval .

ACTI NG CHAI RVAN KATZ: Thank vyou, Dr.
Rappaport .

Wiat we'll do now is we'll take a break,
and reconvene back here at ten mnutes after three
when we'll start to address these questions.

(Wher eupon, the foregoing matter went off

the record at 2:55 p.m and went back on

the record at 3:16 p. m)

ACTI NG CHAI RVAN KATZ: Could we get
started again? Could we take our seats, please?

What we'll do now is begin the discussion
phase for the pediatric conponent of our program Let
me begin by just asking if anybody around the table
has any questions for Dr. Rappaport about the | ast
presentation or for any of the other speakers.

Dr. Horl ocker.

DR, HORLOCKER: I would just like a
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clarification of a pediatric waiver. If a conpany
requests a waiver and it's granted, what are the
medi cal legal inplications for the use of this drug or
device in pediatric patients? Specifically, are
clinicians really going to be held nedically
responsi ble and basically not use these drugs or
devices in children, or alternatively, wll it be
consi dered nore of an off-label use and things will go
on with business as usual ?

DR RODRI GUEZ: To the best of ny
know edge, that's nore into our council group, but I
woul d, off the record, consider it like an off | abel
use if you just do open. But | think by know ng that
it was waived, | think the main one you should know is

why that it was wai ved before you use it.

ACTI NG CHAI RVAN KATZ: Yes, Dr.
McN chol as.

DR, McN CHOLAS: A followup on that,
pl ease.

So if they request a waiver it does not
have anything in the label like this drug is not

reconmmended for children under the age of ?
DR RAPPAPORT: There's usually that type
of | anguage. In recently approved products there's

going to be that Ilanguage in there if there's no
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studi es to base an approval on.

ACTI NG CHAI RVMAN KATZ: Does that answer
t he question?

DR McNICHOLAS: It does, but essentially
in industry then there would be no real reason to try
to get these labels on the drugs because as long as it
doesn't specifically state in a black box that you
cannot use this for pediatric patients, things wll
proceed as an of f | abel indication.

ACTI NG CHAI RVAN KATZ: Dr. Smiley --

DR RODRI GUEZ: Wen you give a -- when we
go for a waiver, you actually put a -- in other words,
you have the reason why. It's either because the
di sease does not exist in the pediatric population or
it's unlikely to be in the pediatric popul ati on.

| was in a place where we said that, and
there was actually one instance of something in the
pedi atric popul ati on. | can't recall which one it
was, but anyway, that information should be avail able
and could be available, | assume, fromthe FDA if you
really want to find out why sonething cannot be -- you
know, was not done.

ACTI NG CHAl RVAN KATZ: Dr. --

DR KWEDER | would just like to add to

that that this is why, you know, the granting of
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wai vers for pediatric studies -- this is why the
guestions that Dr. Rappaport has laid out for the
committee are extrenely inportant to use. You know,
the decision is in our hands whether or not to grant a
wai ver, and oftentines the argunents that conpanies
come to us with can be very persuasive about, gee, why
there really isn't going to be any public health
benefit to studying this drug in children. That's why
we're taking sonme of these issues to you, because
you're the experts.

What is neaningful? \Wat are the needs
out there?

And sonetines the needs are great in a

smal | popul ation, but that's inportant, and we need to

hear that.

DR SM LEY: | guess in a mnute we're
going to get to the whole analgesic i ssue
specifically. W' re right now on the general

pedi atric questions.

| guess ny question was: is there any
thought to actually putting in the |abel the reason
t he wai ver was given?

| mean, that would seem to kind of nake
people much nore straightforward about why they're

asking the FDA for a waiver. They're asking for a
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wai ver because this isn't a serious problem in
pedi atrics or because we already know the drug worKks.

Then the last line or wherever it would go in the
| abel woul d say studi es have not been done because of
t hese reasons that have been accepted by the FDA or
guest i oned.

Again, this is a nore regul atory questi on,
but it seens to ne that would be a nore effective way
of keeping the reasons appropriate than just saying,
"Well, if you really want to know why studies weren't
done, Doctor, you could have called the FDA and
asked. "

DR KWEDER: Actually information on who
was granted waivers, deferrals, and requests is not
necessarily that easy to get. As to whether or not to
put it in a label, that's a very different discussion,
but point well taken.

ACTI NG CHAI RVAN KATZ: Dr. Schechter.

DR  SCHECHTER: Yeah, | guess | have a
m sunder st andi ng about what the exclusivity or these
sort of rules are about because it was ny
understanding that the reason the whole novenent was

towards pronotion of pediatric drugs is that, in fact,

this was a small population that were therapeutic
orphans, in effect because no one wanted to do
SAG CORP
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research on them because it wasn't financially as
vi abl e.

So the issue that there's not substantia
use as indication for a waiver seens contradictory to
me, or at least it doesn't make sense in ternms of what
the pediatric community requires. There are often
smal | cadres of kids who very nuch need these sorts of
medi cations, but you wouldn't call that substantial
use.

ACTI NG CHAI RVAN KATZ: Dr. Rodriguez,
maybe you coul d address that.

DR,  RODRI GUEZ: I think we're using the
term "therapeutic orphans” very broadly here.
Essentially the use of that nane was nanely because
they were not being studied, period. That people took
and took the way you're going at this nonment, saying
because of size, et cetera. And, in fact, we say that
it has been used on nore than 50,000 people, for
exanple, and it has substantial public health benefit.

So that also takes care of even a smaller
popul ati on where it mght be the thing that's keeping
themalive, for exanple. Then those things have to be
addressed before a waiver is granted.

So essentially, you know, we' ve cone a

long way from the 1960s, therapeutic orphan first --
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the discussion to the nore present, which takes into
consi deration your concerns.

ACTI NG CHAI RMAN KATZ: Wth that, why
don't we nove into question nunber one, which I think
all of you probably have, but 1'Il reiterate.

Wat are the unnmet pharnmacot herapeutic
needs in pediatric pain nmanagenent, and how m ght they
be nmet by opioid products?

W al ready heard sone suggestions which we
could certainly anplify or have nore coments on.
Those were preparations that are nore palatable for
children; things that don't taste "yucky," if | am
qguot i ng you correctly; | ong acting opi oi d
preparations, studies of cont i nuous IV opioid
infusions in children; t ransder nal preparations;
studies of old drugs that mght still be useful.
Those are sone of the ideas what were nentioned for
potential unmet needs.

W certainly don't need to rehash every
one, but are there any other comments about unnet
clinical needs or unmet ways that opioids could help
address that?

DR SCHREIl NER: | think that when [|'ve
seen issues about fornulation, people are often

tal king about taking pills and nmaking liquids, and I
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would just say in the extended rel ease formul ations,
that we should be requiring conpanies to make | ower
dose pills, that often the obstacle is the snallest
dose available for adults, is inappropriate for
children below the age of about eight, nine, or ten
and sone of those drugs would be of benefit to kids at
younger ages.

So we shouldn't just be thinking about --
it my not be possible to nmake an extended rel eased
liquid formulation for whatever reason, but it
certainly would be possible to nake a | ower dose pil
or | ower doses.

ACTI NG CHAI RVAN KATZ: QG her clinica
areas of pediatric pain nanagenent where there are
unnet needs? Dr. Fol ey.

DR FCOLEY: In a recent report from the
Nati onal Cancer Policy Board, a particular chapter of
that report which is called "Inproving Palliative Care

for Cancer,"” there's a section devoted to the needs of
pediatric patients and the needs for the devel opnent
of synptom control agents.

And in the research chapter witten by
Charlie O eeland acconpanying that sanme report there

is a discussion that relates, again, to sort of the

research barriers, and there appears to be a pretty
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significant barrier within the cancer structure for
synmptom research in pediatrics because of a |l ack of an
infrastructure, a lack of a work force, and that in
the current cooperative groups for clinical trials,
clinical trials for an active agent for cancer get
pai d about $2,000 and for a symptomrelief trial get
$400, and there's sort of no easy access to the
avai l able agents out there that are currently off
pat ent . There's no way for the NC to buy those
dr ugs.

So they were identified as a series of
very significant barriers that were limting synptom
research, pain particularly, anmong other things, in
this population, and they, | think, would be inportant
for the commttee to | ook at that report and use those
because they're evidence based barriers for which the
Nati onal Cancer Policy Board thought that there was
need to | ook at this.

ACTI NG CHAI RVMAN KATZ: So the need for an
infrastructure to conduct pediatric clinical trials
and --

DR FOLEY: Right, and to pay the
researchers to do this, et cetera. So that that is
one of the major barriers that limts this kind of

work, and since many of the drugs are currently off
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patent even, there's no source of funding for the NC
to buy those drugs and then to put them into a
clinical trial

And since cancer pain in the pediatric
popul ati on has been a group that has been a driving
force in trying to look at what agents would be
avail able, the lack of that whole infrastructure to
address this by the experts that could address this is
significant.

ACTI NG CHAI RVAN KATZ: Thank you.

So pediatric cancer pain being the
clinical niche and the lack of infrastructure being
the barrier

Q her clinical areas? Dr. Friednan

DR FRIEDVAN. To follow up on Dr. Foley's
point, the Children's Oncology Goup is the large
cooperative children's cancer group. It's formed by
the nerger of the four previous cooperative groups:
the Pediatric Oncology Goup, the Children's Cancer
G oup, the Revdonyer (phonetic) Sarcoma Study G oup,
and the WIns (phonetic) Tunor Study group.

So now there is a single cooperative group
that manages all trials for cancer in children in the
United States and North America, wth about 250

participating hospitals.
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It's inportant to note that children
participate in cooperative group trials for cancer at
a nmuch, much higher rate than do adults. When
cooperative group trials are open, approximtely 90
percent of children are treated on cooperative group
trials as opposed to about ten to 20 percent of adults
with cancer.

Therefore, if this infrastructure could be
used for children with cancer, one could argue that
simlar pediatric  groups, pedi atric  nephrol ogy,
pedi atric pul nonary groups could be brought together
and consortia of pediatrics subspecialists could be
brought together so that nulti-institution trials
could be undertaken in a very efficient manner, as
opposed to individual institutions.

In addition, cooperative group trials
would give nmuch better results than any single
institution mght give because you're not limted by
sample size, selection bias, and other simlar
manners.

ACTI NG CHAI RVAN  KATZ: So there's a
consortium but we still have a reinbursenent issue
for the synptomoriented trials. Does anyone have any
t hought s about how that coul d be addressed?

(No response.)
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ACTI NG CHAI RVAN KATZ: Wl l, that question

was a | oser, wasn't it?

(Laughter.)

ACTI NG CHAI RVAN KATZ: Dr. Fol ey?

DR FOLEY: Yeah, I'mglad to. There's a
recomrendation that has been put before NC that
basically says that these should be supported, which
would fit very nicely with trying to support the FDA
to -- that has worked hard to sort of push forward
these studies in the current |egal setting in which
t hese should occur so that there's a need for funding
that needs to be put forth and prioritized both in
devel opi ng the work force, in creating t he
infrastructure, and producing the incentives to do
t his.

And | think that the work that you just
have outlined as sort of the receptivity to do this
and the support for doing this and noving this forward
is the way of, | think, an FDA/ NCl approach.

And there is currently another | OM
committee looking at how can we increase rapid
devel opment and translation of these drugs into the
patient population with cancer, and | think that this
is an opportunity that there's clearly an enphasis

being placed on Phase | and Phase Il trials in
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pediatrics, and | think that it would be inportant if

this group would reconmend that they want to encourage
the NIH to support these kinds of studies.

ACTI NG CHAI RMAN KATZ: Dr. Portenoy?

DR. PORTENOY: I would ask the
pedi atricians to coment on what's the consensus view
about the proportion of children wth chronic
nonmal i gnant pain syndrones or not cancer related pain
syndrones that m ght be candi dates for opioid therapy.

Wen a program like my own, which is
focused on adults, gets a pediatric referral, it's
usually a child who has been through a |Iot and has a
very severe chronic pain syndrome, and we tend to use
opi oid drugs in that population |like we do in adults.

These are children with refl ex synpathetic
dystrophy, with chronic pain related to sickle cell

anemia, chronic pain related to an inflanmmtory

art hr opat hy. So they wusually have sone relatively
serious systemc illness, and the question is: to
what extent is that common practice now anong

pedi atricians, or mght there be sone specul ation
about what proportion of those popul ati ons?

And then, of cour se, there's t he
popul ation of children with chronic headaches and

chronic abdom nal pain  of unknown  cause, and
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fi bronyal gia syndrones, and all of these chronic pain
syndrones that aren't associated wth potentially
progressive systemc ill nesses.

And so what's the consensus view in the
pediatric world for those popul ati ons?

DR SCHECHTER  Well, | can't really speak

for the whole conmunity, but in general, we share the

sanme sort of approaches that you do. | think there's
very little debate about <children with docunented
organic illness, inflammatory bowel syndr one, a

variety of other sorts of things where there's no
cancer certainly; sickle cell disease where there's no
guestion that those children receive opioids, and the
same sorts of drugs as sort of our adult coll eagues
woul d prescri be.

| think with RSD or conplex regional pain
syndrone, | think there has been a slightly different
approach in pediatrics which tends to be nore
conservative, not necessarily w thhol ding opioids, but
much | ess aggressive regardi ng regi onal anesthesia, in
general. And it's not the first thing that we do and
it's significantly down the road with those kinds of
pr obl ens.

| think there is within that community, as

well as in this sort of fibronmyalgia comunity, there
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is a reluctance I would suggest to use opioids in sone
aspects, but | think it probably parallels the simlar
debates within the adult conmunity about whether to
start with -- at what |evel we use anal gesics.

So 1'd say it probably is reasonably
simlar in ternms of approach and philosophy to what
the adult conmmunity is doing. I wonder if ny
pedi atric col | eagues woul d support that.

DR, SCHREI NER: | think that in a study
that we hel ped run, which was about 120 patients with
chronic pain, and chronic was defined as a need for
potent analgesic anticipated to be sonewhere between
seven and 30 days, 80 percent of the patients had
either postop. or traumatic injuries. Less than ten
percent were oncology, and then there were about a
simlar percentage, five or six percent that were
r heumat ol ogi ¢ or hemat ol ogi ¢ probl ens.

So nost of themare going to -- even when
you're |looking at dosing for a week to a nonth, the
majority of the kids are going to be traumatic or
surgical, and of those 120 patients, only 80 actually
needed therapy for seven days. So a third of the
group dropped out because they were off potent
nmedi cati ons sooner.

ACTI NG CHAI RVAN KATZ:  Dr. Tobin.
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DR TOBI N Yeah, | think our experience

is the same, and the thing | have concern about is
that should a child have recurrent pain, that we don't
have data on PK and PD after |long-term recurrent
exposure, and that's certainly ny experience wth
sickle cell <children who cone in for recurrent
treat ment.

But with the nore recent advance of
dealing nore effectively with procedural related pain,
particularly lunbar puncture, bone marrow aspiration,
and multiple recurrent procedures in children, we have
no PK or PD data about the fact that we are
recurrently anesthetizing these children once a week,
once every two weeks over a six to 12 week period of
time as our oncol ogists are advancing their therapy,
they require us to put the child in a receptive node
for that therapy, and |I'm very inpressed at their
tolerance in the increasing doses that are well out of
the labeling range just in order to get the child
unconsci ous, not necessarily inmmobile.

So | think we need that PK/PD data for
recurrent, persistent, procedural or pathologic pain
due to their disease, such as sickle cell pain.

ACTI NG CHAI RVAN KATZ: Anyt hing else on

the wish list for opioid devel opnment? Dr. Schechter?
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DR SCHECHTER: The other, along those

same lines, again, the neonatal population has been
one in which there's been a dramatic increase. In Dr.
Anon's (phonetic) work, the no pain trial, which
results will be out shortly, would suggest that Kkids,
newborns or preternms who are ventilated in the nursery
for prolonged periods of time, if they are ventil ated
wi t hout adequate sedation or analgesia have a nuch
hi gher incidence of a variety of sort of noxious
events and intraventricul ar bl eeds.

So the tendency with that data having cone
out at least prelimnarily, there has been a dramatic
shift towards aggressive sedation in the neonatal
peri od. There is very little data on the long-term
effects of that for babies, and it would be very, very
hel pful to have that even though that has becone a
state of the art in nost settings.

DR TOBIN. 1'd like to follow up on that.

W have seen such incredible tolerance in these tiny
infants that it was well beyond anyone's expectati ons,
and | can't believe that there would be any sponsor in
i ndustry who'd be willing to do a trial on a novel
agent in an infant population under two Kilograns;
that this really ought to be one of those small groups

of patients who demand sone of that noney out of the
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NIH or at |east be considered conpetitive for sone of
t hose funds because we need this data in order to take
care of those children nore appropriately.

ACTI NG CHAI RVAN KATZ: So there are
clearly specific subpopul ations of pediatric patients
in which nore data is needed, and that's one of the
wi shes that it seens |ike everybody is expressing.

Anyt hi ng el se by way of specific
fornmul ations, specific delivery systens that are
needed in a subgroup or general group of pediatric
patients?

(No response.)

ACTI NG CHAI RVAN KATZ: Al right. V' | |
go on to question nunber two then.

Question nunber two is discuss the
significance of barriers to opioid analgesic trials in
children, ethical, safety, scientific, practical, et
cetera, and what strategies mght be used to overcone
the barriers.

So perhaps sonebody with experience in
this area could lay out a list of what the nmgjor
barriers are. Any takers?

| don't know anything about pediatrics
l|"mrelying on you guys to pinch hit for ne here.

DR TOBI N "1l start, and | hope this
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just opens up a few questions.

W are currently involved in a nunber of
clinical trials involving analgesic and other new
agents in children under age 12. The first thing I'd
like to echo is what Dr. Friednman said. It's actually
quite surprising the nunber of famlies that are
willing to enroll their <child in an experinenta
study, and that has been greatly to our favor.

So instead of the | arge nunber of patients
who decline, we actually have a higher than 25
percent, wusually closer to 60 percent who wll say
yes.

The second is that | still in nmy own mnd
guestion whether a <child really has a lot of
capability of giving assent, and although we require
it dowmn to age six or seven, I'mstill not sure that
children six to nine really understand anything about
risk if there is greater than mnimal risk

Probably the third issue is that the IRBs
are getting nore savvy about requiring why you are not
going to study children, if you are not going to study
children. So that has been an advantage for children
to be included in studies, and those are not
necessarily sponsor initiated studies, but just any

study that we wi sh to do.
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A couple of other questions are listed
here about fixed dose conbinations, inappropriate in
this setting. They may or nmay not be. | think that
sonme fixed dose conbinations are appropriate, but not
necessarily.

And just as inportantly, | think we've
matured as a group of clinical investigators, that
what used to be the placebo controlled random zed
trial is no longer the gold standard. It is one of
many st andards.

More the random zed controlled trial
whi ch nmeans that no one will be necessarily diverted
only to a placebo group and have insufficient rescue
medi cat i on. That s considered an inappropriate
design in sonme studies right now.

So children will either have a high versus
low dose with rescue or a current standard of care
versus a new fornmulation, but the placebo controlled
trial has not outlived its usefulness, but it clearly
has now beconme equal with other appropriate ways of
random zi ng the control .

ACTI NG CHAI RVAN KATZ: Still as someone

who does not do pediatric trials, all my friends who

do still tell nme that it's very difficult to get them
done, and I"'mstill not sure that |1've heard really.
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There have been sone actually positive
things why sonme of the runmors that | mght have
t hought nmake it difficult are actually not true, the
high rate of consent, et cetera. Am | m ssing what
the barriers still are to getting these pediatric
trials finished?

Yes.

DR, SCHREI NER: | personally believe we
shoul d be doing placebo controlled trials, but wth
rescue as the primary outcone variable, not pain
scores. Children given access to rescue, like if you

did a six to 16 year old popul ation and they had a PCA

for rescue, they will titrate thenselves to the sane
pain score, and it's not zero. They don't titrate
t hensel ves down to zero. They nake that tradeoff

between the benefits of nore pain relief versus the
side effects.

| believe that kids six and up can do
that, and there are also in sone centers, |ike
Hopki ns, which do nurse controlled and parent
controlled analgesia where they are operating the
but t on.

So | think one of the things we get wth
pl acebo controlled trials is we get, you know, the

equi valency of those oral drugs to intravenous
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nor phi ne, which is really what people have the nobst
experience with, and | think that's what we should be
doing, as long as there's access to rescue.

| think there are sone barriers for the
chroni ¢ dosing studies, particularly the long rel ease
studies, because <children when they're on oral
nmedi cati ons go hone. Nobody wants to bring a child in
pain back to the hospital, and the biggest reason why
people do not consent to chronic dosing studies is
they don't want to conme back until the child is no
| onger in pain.

So we have to think about do we really
need blood work if there is no evidence in a large
nunber of adults of any toxicity to deliver a kidney.

Do we really need blood work fromthese kids? Can we
not wait until three weeks or four weeks when the kids
conme back to assess for adverse events?

And | think the requirenent for steady
state PK for drugs that have shown no evidence in
adults of either accunul ation or inducenment of enzynes
so that they mght have other drugs is a big
i npedi nent because bringing a kid who's had scoliosis
surgery back seven days after surgery so you can do
steady state PK is a nonwinner from the famly's

perspective, and these children just sinply do not
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stay in the hospital on these nedications.

So that is a very conmon reason why peopl e
come in.

ACTI NG CHAI RVAN KATZ: So that sounds like
a legitimate barrier. On the one hand we have fol ks
demandi ng PK/PD studies, but on the other hand, that
is difficult for patients to conply wth.

DR SCHREINER | think that for patients
t hat are in t he hospi tal, for hospitalized
popul ations, for intravenous drugs, which is what
you're talking about, Joe, for that chronic use,
that's a different story, and I'm all for that we
shoul d be doi ng single dose PK studies.

But if you can predict the steady state
levels in adults, then certainly if we exclude the
neonates, the six nonth olds, perhaps, and | ook at the
older Kkids, we can predict from single dose PK
standard PK, the steady state |evels. Then 1 think
that that is -- it has two problens. one is if we're
going to use rescue nedication, you' d like to use the
same noiety. so if you' re using Ms-contin, you' d like
to use inmedi ate rel ease nor phine as the rescue.

Well, if you're going to do steady state
PK, now you have to give them some other drug for

rescue, and so then you don't know how ruch of that
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drug they need in that 12 or 24 hour period. So it

lessons -- for ne it detracts rather than adds from
the information we get, and it makes it harder to
enroll and nore expensive to do, and | don't think it
adds anyt hi ng.

ACTI NG CHAI RMAN KATZ: Q her barriers?
Dr. Rei denburg?

DR, REI DENBURG Yeah. I"d like to pick
up on that and add that really what we need to focus
on are the areas of ignorance that give us trouble,
that if we had the information, we'd change our
practice, and that for the kind of studies |ike you're
tal king about, dosing to effect, | doubt very nuch
that in these patients steady state PK is going to
give you information that wll change what you're
doing with the patients because you're setting your
dose in accordance to response.

And | can say this for a nunber of things
that we've nentioned, that studies won't change the
phar macol ogy of anything. They'll just describe it a
little nore precisely, and that if we focus on the
specific areas of ignorance where the information --

where we're troubled when we treat the patients and

this information will help us, then we can focus a
whole lot better on what we need for the limted
SAG CORP
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resources in terns of patient availability as well as
noney.

ACTI NG CHAI RVAN KATZ: So it sounds Ilike
several people are saying that the requirenent for
steady state PK levels in these studies is not
necessary froma clinical or froma scientific point
of view

So where is this barrier comng fron? |Is
this industry perceiving a regulatory requirenment for
this? |Is this an actual regulatory requirenment for
this information?

DR SCHREI NER: I'm seeing it in the
witten requests. So | assume that within the FDA
t hat sonmeone perceives this as a requirenent.

ACTI NG CHAI RVAN KATZ: Dr. Rappaport, Dr.
Rodri guez, any thoughts about that?

DR,  RAPPAPORT: Wul d you repeat what it
is that we woul d see as a requirenent?

DR SCHREI NER  Steady state PK for --

DR RAPPAPORT: That's not a standard
requirenent. It may be sonetinmes sonething that we
have asked for. It depends on the situation though,
on the particular drug and the particular witten
request .

ACTI NG CHAI RVAN KATZ:  Dr. Tobin?
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DR TOBI N | just want to get into this

conver sati on. | think this has to do between
regul atory and the sponsor, and what do they want to
define as the primry endpoint.

If the sponsor really isn't as interested
in efficacy and they think PK is the faster, quicker
way to get the study done, that's what they're going
to offer, and that's what's going to be given back by
t he FDA.

And as we've talked anong the group of
pedi atric individuals, efficacy is certainly a harder,
a less quantitative endpoint, although our concl usions
are just what Mark said. Children titrate thensel ves
to sonme level that they're confortable wth even
though it's not zero, but denonstrating safety,
ef ficacy, or enhanced or an inproved new product over
an old product, you're not going to see very easily in
t hese studies.

So | think that's where the witten
request for PK data frequently conmes from

DR. RAPPAPCORT: That's probably the
situation, yes.

ACTI NG CHAI RVAN KATZ: So it sounds Ilike
the reconmmendation is that perhaps a nore creative

di al ogue between the sponsor and the FDA could
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potentially obviate the need for steady state PK in
sonme of these studies that m ght decrease a barrier to
getting the study done.

DR RAPPAPORT: Wll, the purpose of
getting the steady state PK would be to | ook at dosing
over time obviously and needs for any changes. So if
we don't have clinical information from efficacy

studies, generally we feel that we need one or the

ot her.

ACTI NG CHAI RVAN KATZ: Yes, Dr. Smley.

DR SM LEY: Yeah, but in the case of
opi oids, we were tal king about this before. |It's one

of those drugs where the pharnacokinetics are much
| ess inportant than the effect because the difference
between -- | mean, we're talking about differences
bet ween kids and adults -- the difference between any
two adults at the end of this table on average is
probably not that nuch different than the difference
bet ween the average kid and the average adult.

So actually the average kid and average
adult are probably very simlar. So that the actua
phar macoki netics, the actual drug levels are nuch | ess
predictive than just the clinical response, and the
difference is orders of nagnitude have been descri bed

probably based nore on genetics than the age of the
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i ndi vi dual .

So I think it's a drug class where the
phar macoki netic data even if you get it and you say,
well, it's the same or different between kids and
adults, tells you alnmpst nothing about clinica
response.

DR RAPPAPORT: W hear the comments.
Thank you.

DR SCHREINER: And | think we should be
| ooking at dose response in terns of efficacy. I
think it's possible to do and we should do it.

ACTI NG CHAI RVAN KATZ: Dr. Hol nmboe

DR HOLMBCE: The other thing | would
point out is that this really is a trial design issue.

What I'mhearing is that you' re expecting the kids to
come to you. What | would argue is that for a | ot of
this data, you can go to them and get it, and this
real |y becones a patient centered issue.

You may be putting up certain hurdles for

the patient that you can renove very easily by going

to where they are. If they're at hone, then draw ng
things |ike blood can be easily done. | do that all
the tine with nmy geriatric patients. | don't expect

themto conme to the hospital every tinme | need to have

bl ood drawn because that would be cruel and unusua
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puni shnent for sonebody who's in a wal ker.

The same principles, | think, would hold
for a child.

ACTI NG CHAI RVAN KATZ: Qther barriers to
getting pediatric analgesic trials done? Dr .
Schechter.

DR SCHECHTER Just a few things. I
think what Dr. Friedman suggested before is a sem nal
issue in all of this, which is the sort of lack of a
patient pool at any given |ocation, and we had tal ked
as a pediatric pain conmunity frequently about
devel opi ng col |l aborative groups nodeled on this sort
of COG group, but not necessarily linked with cancer
per se because there are a lot of broader pediatric
pain issues, and five, eight, ten centers together
could instantly present to industry the capability of
having a population that the accrual rate that would
be much better.

In nmost of the studies that |'ve been
involved with, it's been hard to recruit patients
because there's been a couple of sites and studies go
on for long periods of tine. There's recruitnent
issues, but if one had an automatic base that one
could feed into or withdraw from a group of centers

that were confortable with us, | think that would
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hel p.

The second issue that | just wanted to
raise has to do with the issue of effectiveness, if
you will, or assessment nore critically, and | think
that that has been the perceived barrier for a while
because of people's feeling that children were harder
to assess in certain ways, and they certainly are, and
unfortunately the data continues to suggest that there
are new assessnents. Every other place has a new t ool
with a new acronym comng out all the time, which has
been in a certain way a problem in this literature
because | don't think there will be a gold standard,
but there are certainly many instrunents at this
poi nt, and nost people in the pediatric pain
measurenent area suggest we don't need nore tools
necessarily at this point.

But | wonder whether there's a sense of
i naccuracy that's out there or vagueness, and then
people are sort of reluctant to get involved in this
because of sone of the neasurenment issues, which |
think are probably not really relevant specifically.
There are certainly enough tools there that are widely
agreed upon and that at |east can give you pain/no
pain or sonme gradations within that.

And the final other issue had to do with
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the fact that so much of the pediatric pain is
postoperative pain, and there's a huge percent of kids
that are going to have day case surgeries, and kids
are comng home. And there's sone Finnish data and a
nunber of other studies that have suggested a |arge
nunber of children have continued to have pain at
hone. Yet they're inadequately treated because of a
variety of reasons, their parents' reluctance, a whole
host of ot her sorts of reasons, i nadequat e
prescri bi ng.

And | think that that's another problem
that we have, is that the kids aren't in the hospita
in the way that they used to be. So it's harder to
get that particular pool, which is a very vast and
very, | would suggest, under treated pool.

ACTI NG CHAI RVAN KATZ: Yes, Dr. Roberts.

DR ROBERTS: And to deal with this issue
of sort of reaching out to the kids as Eric and Mark
have tal ked about, there are networks out there. The
Ameri can Acadeny of Pediatrics has pros, the pediatric
research in the office setting network, practicing
pedi atricians who are going to be taking care of the
vast majority of kids who are postop. |It's not going
to be at the cancer center or wth the pediatric

nephr ol ogi st .
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Fam |y docs and pediatricians take care of
about the sane proportion of Kkids. So wusing both
kinds of networks | think would be very hel pful at
getting past sone of these barriers about where to get
at them

ACTI NG CHAI RVAN KATZ: I's there a reason
that you would point to why those network that are
already in place have not been used nore aggressively
for conducting clinical trials of anal gesics?

DR ROBERTS: There's several reasons.
The first is that it's a relatively recent phenonenon.
They've only been recently developed in the |[ast
eight to ten years. so there's kind of a critical
mass and nonentum issue, and the second is because
they're attenpting to look at the entire scope of
things that affect children's health if we're talking
about kids from you know, growh and devel opnent
t hrough common infectious disease, through whatever.
Pain is just one of a nyriad nunber of issues they're
| ooki ng at.

But |'m suggesting that for sponsors and
the FDA as they look around at places to sort of get
at kids in real world settings, this is a good
potenti al pat hway.

ACTI NG CHAI RVAN KATZ: Dr. Rodriguez?
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DR RODRI GUEZ: The pediatric pharmacol ogy

research units that you're all aware of, 13 centers
across the United States have actually done quite a
bit of work in evaluating not only new nodalities of
t herapy, but even nore interestingly the nechanisns,
in fact, are evolving into various things.

In fact, sonme of the things that | flashed
there |ike propofol, et cetera, they have partici pated
in those studies. The infrastructure is supported by
the NIH, is a conpetitive process. These people are,
you know, top of the notch, and essentially you know,
they're up to 13. | don't know how many nore they're
going to do, but I'm sure that they will refund it
because this is a conpetitive process, but sonething
like that is very simlar to what we talk about wth
t he oncol ogy.

W have a representative to the oncol ogy
that participates, Steve H rschfield, very closely,
and in fact, | go to their neetings, and sone of this
stuff that we're talking about, streamining and
efficiency, cones very rarely.

And | agree. They' ve done nore than the
adults do in ternms of the studies and in terns of
partici pation.

ACTI NG CHAI RVAN KATZ: Yes, Dr. Roberts.
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DR ROBERTS: Just one other comment that

Dr. Rodriguez remnded ne of. You had asked the
guestion about why these kind of networks, practice
based networks haven't been used nore, and besides
their newness, you have two other issues, | think.
One is the nethodology issues are a little nore
complex in the out patient setting because the ability
to control the environment is so nuch | ess.

You know, in a sense you go from a |ab
bench with rats in a cage to an academ c nedical
center, which is sort of humans in a cage, to the
office setting which is, you know, the rats are all
| oose runni ng around.

So that's a challenge, and we're still
figuring that one out, how to control for those
mul ti pl e conf ounders.

But the second, which Dr. Rodri guez
mentioned, is the issue of infrastructure. If you
have a center, say, a university that maybe has 30
kids with a condition of interest, it takes one |evel
of sort of infrastructure support to study them

Now i nmagi ne you' ve got 30 practices, each
with one kid with the condition of interest. That's a
very different order of nmagnitude in terns of

mai ntaining the support, and the support for those
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infrastructures have really not been there.

And so one of the things that the FDA
could help with the sponsors, with NNHis to begin to
hel p provide that kind of ongoing support so that you
can develop, you know -- in the marketing world it
woul d be distribution systens sort of get the word
out . You use a very different nodel than in a
centralized approach.

ACTI NG CHAI RVAN KATZ: Dr. MLeskey.

DR. McLESKEY: Well, in followup to that
specific coment, |I'm not a statistician, but our
statisticians tell me that when we nove from a single
site to nultiple sites, as you' ve nentioned, probably
because of the variability to which you ve alluded,
the n goes up quite a bit in order to maintain the
sane power.

So that is one of the hurdles that we cone
upon in this multi-center type of an approach.

ACTI NG CHAI RVAN KATZ: Any other industry
perspectives and barriers to conducting trials in the
pedi atric popul ati on?

DR TOBIN. Can | nmake a suggestion?

ACTI NG CHAI RVAN KATZ: Yes, please, Dr.
Tobi n.

DR MVLESKEY: O her than those that have
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been nentioned so far?

Sorry, Joe

DR TOBIN Charlie, | want to address
this to you and Dr. Rappaport.

In alnmost all of the studies that a
sponsor cones to us with, one of the exclusions are
the child may not be involved in another study within
30 days prior or 30 days after

If 1'"'min an academ c center with a bunch
of children in an oncology trial, they' re excluded
then fromthe opioid trial

Now, ny question becones then: is this
exclusion sonmething that sponsors are requesting
because they want to have nore clarity in their data
and not have adverse events suggested due to their
product ? Is it because there is sufficient product
interaction, or is it a regulatory decision? And how
do you both perceive that?

ACTING CHAIRVAN KATZ: It's not a
regul at ory deci si on.

DR MLESKEY: Wll, Joe, that's a
conmplicated issue. For exanple, you' ve already
mentioned that in some of the opioid studies, you
would elimnate from the group patients who had a

history of substance abuse for potentially obvious
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reasons.

You mght want to elimnate children in
this case who have been involved with other studies
because you don't want your product to be accused of
causi ng sone kind of organ toxicity that m ght be as a
result of a drug interaction or some kind of a
hangover effect froma previous study.

So | think all of us strive to achieve a
direct product focus and try to limt as many
vari abl es as possible, and | suspect that's the reason
behind it.

ACTI NG CHAI RVAN KATZ: Dr. Friedman

DR, FRIEDVAN. To follow up on that point,
| think that's a valuable point, but I think it is
clearly a barrier. The other thing is that if you --
and |I'm using the oncology setting because obviously
that's the one I'm nost famliar with. W have many
children who are at the end of |ife who have rel apsed

from their cancer, have been treated on nultiple

pr ot ocol s. Sonetines the parents or the children
elect to participate in a Phase | study of an
experinental agent. Oten they're not eligible for

the sane reason, because they've already been on the
previous study or they' ve had so many studi es.

So in t hat case, we often use
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chenot herapeutic agents in a palliative setting to try
to at least get sonme -- in sone ways to use it as a
symptom control to try to make the end of life easier
for those children and their parents.

So you may have children who in the sane
physiologic situation with respect to organ toxicity,
you may have children who have the sane risks for
toxicity, but haven't officially enrolled on another
trial and, therefore, may have the sane risks wth
respect to the opioids in terns of the opioid being
associated with an adverse effect as children who have
been on trials in that period of tinme.

So that just has to be renmenbered, and
perhaps there needs just to be sonme sort of
controlling for other nedications as opposed to
precl udi ng those children from st udy.

ACTI NG CHAI RVAN KATZ: Thank you.

That was a wuseful discussion on the
barriers. 1'mgoing to nove on to the next question
which is -- 1'lIl read it quickly and then focus on
what seens to be the salient issue.

Many di fferent opi oi d fornul ati ons,
delivery nethods, and drug device conbinations are
currently available on the nmarket or may be avail abl e

in the future. Di scuss the age appropriateness and
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[imtations of t hese vari ous nmet hods of
admnistration, as well as any others that may be
useful or particularly hazardous in pediatrics.

Are there particular delivery systens that
have found a useful niche in pediatric pain managenent
t hat shoul d be encouraged?

And so perhaps our pediatric colleagues
could address whether their particular delivery
systens that are either especially useful or
potentially useful or potentially inappropriate in any
particul ar pediatric popul ati ons.

DR FRIEDVAN. | addressed sonme of this in
nmy comments obviously earlier this afternoon. | think
when we think about delivery systens in pediatrics we
obviously want to think about delivery systens that
are noni nvasi ve because of the issue of trying to deal
with children

One of the little vignettes that Dr.
Rappaport gave us was that of a subcutaneous delivery
system That's an issue in pediatrics because even
the tiniest needle nmay be considered invasive for
kids, but the other issues that he brought up are very
i mportant, such as should the needl e get dislodged and
the child is no longer receiving the nedication that

they want to receive if it's a 24 hour.
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An older child can clearly do that, and

with small subcutaneous systens, | think that that's
not -- it shouldn't be excluded. However, kids still
have a big barrier when they see a needle, even the
smal | est, thinnest possible needle.

But | think for teenagers who nay not have
indwelling catheters and want to wuse that kind of
system snaller, tinier needles, such as one that |
was shown during the break, are really very val uable.

I think they will be less valuable for the other
chil dren.

We do use subcut aneous systens in children
for sonme nedicines. For exanple, children who have
iron overload are treated with desferol (phonetic),
which is a subcutaneous infusion that goes over
several hours. The conpliance rate is terrible
because kids have to stick thensel ves each day with a
subcut aneous needle to get their desferol, and we have
children, older teenagers, who actually prefer to be
iron overloaded than to give thensel ves the desferol
which will chel ate them

So | think that's subcutaneous. W need

better | onger acting agents, and | agree w th what was

said earlier. They don't necessarily need to be
liquids. | nean if they can be in a tiny capsule
SAG CORP
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that you could have a young child swallow. Certainly
long acting liquids would be ideal.
It would be nice to have nore options that

don't require either the need for an intravenous or a

subcut aneous device. Intravenous devices we use a | ot
i n oncol ogy. Most of our patients have indwelling
catheters, but | would argue for the rest of the
pediatric world that's probably not the case. So

we' re probably a spoil ed subsection.

So we really need to think about it.
Patches are a wonderful idea, but the problemis nobst
pat ches don't have a snmall enough dose for kids, and
what people are doing out in the conmunity is they're
taking, you know, the bigger size patch, putting
sonet hing underneath the patch on half the patch and
thinking that they're getting half the dose.

People are doing all kinds of things to
try to get around this, and the answer needs to
obvi ously be nore formul ations.

So | think even young kids, even kids who
are four and five years old can swallow a small pill.

W do that. In |eukem a therapy, we have pills that

kids need to swallow that they don't come in liquid

nmedi cations, and the kids don't |ike them crushed
because then they taste the pill. So what we do is we
SAG CORP
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take, you know, little, tiny corticosteroid pills and
we put themin tiny little gel caps, and | can get a
three year old to swallow a tiny little gel cap to get
t hat nedication in.

So | think if we have snaller doses for
the long acting nedications and tinier capsules or
even pills, that wll help in addition to liquid
medi cat i ons.

And the other thing is to think about
novel ways of giving nedications, such as these filns
that sonebody just puts in their nouth. | nean,
they're doing them now with after coffee mnts. They
have little filnms that they were giving out at the
recent nmeetings. So that's another way, and you know,
that's an easy thing to give to kids.

| do worry about things like lollipops, as
| tal ked about, and we need to think about issues of
choking in children and think about whether, you know,

whatever it is, that it's not a choking risk in a

chi I d.

ACTI NG CHAI RVAN KATZ: Dr. Schuster.

DR SCHUSTER Actually you began to
answer the question | was going to ask. W' re

reluctant about the fentanyl lollipop, and in addition

to choking you seem to have sone other objections.
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And | wondered have there actually been significant
nunbers or cases of them being diverted to other
children who have suffered adverse events because of
it? Wat has been the experience?

ACTI NG CHAI RVAN KATZ: Dr. Ashburn, do you
have an answer for that?

DR ASHBURN. No, but I'Il nmake one up

(Laughter.)

ACTI NG CHAI RVAN KATZ: Works for ne.

DR, ASHBURN: For those of you who don't
know, | participated in nmany of the initial trials on
oral transmucosal fentanyl citrate. W don't use the
"L" word. The pediatric product actually has been
withdrawn from the nmarket which actually |I'm
di sappointed with, even though | did not agree that
the product was a very good drug to be used for
preoperative sedation.

The | ower dosage forns, renoving the | ower
dosage fornms from the market for their ability to be
used for breakthrough cancer pain and for procedure
related pain is probably a step backward based on the
di scussi on that we're having here today.

To ny know edge, | know of no -- although
| don't track the data, | know of no reports that the

drug is necessarily ranp with diversion with regard to
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diverting it to other areas. The FDA worked with the

conmpany, did a lot of work with the conpany, to
devel op a risk managenent plan and packagi ng in order
to work very hard to avoid diversion of either the
pedi atric dose indication or the adult dosing form
and the product does seem to have a niche for
breakt hrough pain, particularly for individuals who
are havi ng cancer.

One thing though | wanted to tal k about
was that there's -- and this kind of goes to what
we're going to talk tonmorrow on, and | just want to
bring the subject up -- is the concern of potential
benefit with potential risk, and if you get right down
to it, that's sone of the things -- we haven't really
tal ked about that in the sense that when we tal k about
a waiver or a film with a fairly rapid transdernal
delivery or transnmucosal delivery system that's going
to lend itself quite nicely to diversion.

I nmean if you have a film and
theoretically you can load the filmup. |If you have a
waf er, then you' re going to be able to crush the wafer

and deliver it transnmucosally through the nasa

nmucosa. And it will be interesting in hearing from
the FDA, from other individuals. How do you bal ance
that risk?
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The unmet need of pediatric pain and adult
pain versus the potential for diversion for illega
illicit use of the product.

ACTI NG CHAI RVAN KATZ: Dr. Schechter.

s your mc on?

DR SCHECHTER: W actually did the
cl i ni cal studies of t ransnucosal f ent anyl for
procedure pain in kids with cancer for bone marrow
aspirations, and | really respectfully totally
disagree with the notion that it has a significant
potential for diversion for a bunch of reasons.
Nunber one, it's a hospital adm nistered nedication
at least the way it was fornulated initially.

So to give kids that prior procedure who
are comng in for a laceration repair when one doesn't
have to start a line, it's not going to be sitting at
hone i n your nedicine cabinet.

Nunber two, the way it was formul ated and
sort of sucking on the Ilollipop, there are fast
suckers and sl ow suckers. |If you bite the medicati on,
if you bite the lollipop, basically it's no |onger --
it's not netabolized in the stonach. So it sort of
| oses efficacy.

The other thing is the onset is not a rush

in any sort of way. So a lot of the things that woul d
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make it attractive for diversion and for other
situations have been dealt with. But | think it cones
to the fundanental issue of do we make nedication

pal at abl e and attractive to children.

Is it a message, "This is an opiate. It
tastes horrible,” automatically suggesting, well, we
don't want -- nunber one, it gives you one sort of

nmessage and nunber two, related to that, naybe a
sibling who mght want a candy or sonmething and
mstake it for a candy, but in general, | think that
that's a mstake and a msdirected notion, and |
really think our goal is, you know, the spoonful of
sugar mnekes the nedicine go down, and | do think
al rost every nedical forrmulation is palatable, and I
think to suggest that an opioid shouldn't be in sone
way, assum ng there are obviously adequate safeguards
and precautions and it's used appropriately, | think
it's as a disservice and goes in the wong direction.

ACTI NG CHAI RVAN KATZ: Dr. Rappaport, did
you have a comment? No?

Well, it does sound I|ike -everyone is
saying that one does need to pay attention to
formulating nedications that can be wused in the
pediatric population while at the sanme tinme paying

careful attention to the potential for inappropriate,
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dangerous use or at least liability, and that just
needs to be fleshed out wth each individua
appl i cati on.

Dr. Friedman, did you have a coment ?

DR FRI EDVAN: | think that nmy coment
about the transnucosal fentanyl were taken a little
out of context. | was not proposing that | think that
it has a significantly higher diversion potential than
ot her drugs. And as | said before, | think any kid
can go to the nedicine cabinet and take their parents
drugs, as well as their siblings" drugs, and those
were not neant to be sent hone.

| just meant that | didn't want people to
think that, oh, we have this fornulation now and we
have to stop thinking about new and different
fornmul ati ons available, and I think we just need to be
careful and take sone thought about | know we need to
make opioids palatable, and | said that nyself, but I
think we need to be careful about confusing nedication
with candy because that really does -- | nean, Kkids
get overdosed with iron on a regular basis in this
country because iron tablets |ook like M&s to them
So they get confused wth candy. So it happens with
ot her nedi cations as well.

So I think we just need to be careful if
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we're going to propose sonething and make it so nuch
like candy that it may be confusing to children
t hensel ves and nmay | ead to ot her problens.

So | just didn't want people to think, oh,
we have this great formulation that's the be all and
end all of everything. But to ny know edge, | agree
that there have not been increased incidences of
di version or other problens with that approach.

ACTI NG CHAI RVAN KATZ: Just before we take
| eave of the fornulation issue, | want to make sure
that we haven't ignored the neonates. Is there a
fornmulation, a wish list with regard to neonatal pain
managenent ?  Anybody who deals with neonates want to
make sure we haven't forgotten thenf

Yes, Dr. Tobin.

DR TOBIN That's an inportant point
because this is probably the group at risk for the
greatest nunber of procedural painful things | can
i magi ne happen to them in a short hospitalization of
90 or 120 days, and that's the 24 week old gestation
infant to the tinme when they're finally discharged.

Unfortunately ny comrent isn't directly at
opi oi ds. W need sone other appropriate anesthetic
anal gesic topical agent before we're going to |ance

this infant's heel anywhere from 100 to 500 tines
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during that four nmonth window in the hospital. So
it's not just opioids, but we have to think about that
as a very, very different physiol ogic organism

W already know that norphine is very
differently netabolized in those infants. W  know
that their threshold for apnea is significantly
different, and that's unrelated to opioids; that their
bl ood-brain barrier may be different. There's sone
di scussion about that right now, whether or not
that's, indeed, true, and we know the pharnacoki netics
of drugs in that infant age range are hugely different
because their volume and distribution is different,
and there's inmaturity in their organ systens.

So not specifically for any kind of out
patient drug developnent, but for in patient drug
devel opnent, yes, there's still a great need in that
age group.

ACTI NG CHAI RVAN KATZ: Thank you.

Let's nove on to question four, which
again I'll quickly read through and try to focus on
the salient issues.

It has been historically accepted that the
mechani sms of action of opioid analgesics are simlar
between adults and children; that Ilarge controlled

studi es denonstrating efficacy of the nature conducted
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in adults have not been required for a pediatric
i ndi cati on. Instead pediatric trials have been
| argely f ocused on i nvestigating safety
phar macoki neti cs and appropriate dosing in children.

D scuss the shortfalls, if any, to this
approach in the ways it has been used to guide and
inform the <clinical use of opiate analgesics in
pedi atric patients.

So let me just focus that with the first
part of that question. Is it true that if an opioid
analgesic is denonstrated to be efficacious in an
adult that we can assunme it's also efficacious in a
pedi atric popul ati on?

| guess that's not a yes or no question.
Dr. Tobin?

DR TOBIN 1l start. As far as the
mechanism | think that nost of us who have done any
type of devel opnental pharnmacol ogy at the bench woul d
agree that the mu opioid receptor is expressed even in
that preterm aninmal, and in nmu opioid receptors that
are seen in humans at autopsy as well.

Is that the only nechanism by which mnu
opi oid agents are going to work? And with the other
i soform receptor expressions that change wth

devel opnment, |I'mnot sure that we can assune that that
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is the only nechanism by which these drugs work
because they're not as specific as we once thought
they all were.

Secondl vy, t here is a si gni fi cant
devel opment of kappa opioid drugs now for peripheral
anal gesic action, peripheral neaning outside the
bl ood-brain barrier. W have no idea whether or not
those drugs will be efficacious in this group because
we don't know if this group expresses kappa opioid
receptors.

So there is an insufficient amount of data
to conclude to ny opinion that the only mechani sm by
which these drugs work in these small infants is via
the mu opioid receptor.

ACTI NG CHAI RVAN KATZ: Are you
specifically referring just to small infants, or are
you generalizing your coments to the entire pediatric
popul ati on?

DR TOBIN. Wll, I've got to go further
than just the infant range. Dr. Wolf's work and many
other basic scientists are now beginning to show us
that there are devel opnental changes in sodi um channel
expression and many other inportant neurotransmtter
systens that occur wth neurodevel opnent through to

early childhood and then change again possibly wth
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t he advance of new chronic pain syndrones.
So | don't think I'm saying just infants.
"' msaying probably at |east through early chil dhood.

ACTI NG CHAI RVAN KATZ: Are you saying then
that in ol der pediatric age groups you are confortable
that denonstration of efficacy in adults can be used
as a proxy for efficacy in these ol der kids?

DR TOBIN I'd have to say that
clinically those are trials | am doing. So at | east
down to about age five or six |I'm pretty confortable
that the great mjority of action is via the
tradi ti onal nechani sns.

| just don't know how low | can go, age
two, age one, six nonths or whatever

ACTI NG CHAI RVAN KATZ: So that's the
comment on the table. Any agreenment s or
di sagreenents? Dr. Friednman

DR FRI EDVAN: | certainly concur wth
t hat . So | think that we know that these drugs are
ef ficacious, but two things. One, we know that the
ol der drugs that are on the narket are efficacious
but I think that we still don't have a good handl e on
how to best dose these nedications either on a short-
term basis, but especially on a long-term basis for

kids, either neonates, who are going to be getting
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these drugs for nonths and nmonths on end, children
with cancer, children with sickle cell who are going
to be getting themon and off.

And | think that those are issues that we
can't just extrapolate fromthe adult |iterature.

W had a long conversation earlier about
our pharmacokinetics and pharmacodynam cs, the only
end points, and | think the answer is, no, that we
need to |l ook at efficacy, and certainly as new agents
come down the road, if the nechanism of action is not
clearly the same as the nmechanism of action as our
ol der agents, | think we need to do efficacy trials in
children the sane way we do efficacy trials in adults.

ACTI NG CHAI RVAN KATZ: Dr. Schechter, did
you want to weigh in on that?

DR, SCHECHTER: No, | conpletely support
that, but an exanple of that, for exanple, would be
tramadol (phonetic) or sonmething |ike that, where we
really don't know anything about how it works in
chi | dren. A lot of us are using it in chronic pain
situations, but you know, | think, again, we can't
just extrapolate fromthe adult literature on that.

ACTI NG CHAl RVAN KATZ: So what do both of
you think about Dr. Tobin's assertion that down to

about the age of five, six, somewhere thereabouts, we
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can assune that if efficacy is denonstrated in an
adult population, then there will also be efficacy in
a pediatric population, granted that we need to do
nore dose finding and that sort of work? Do you agree
or disagree?

DR SCHECHTER |I'mreasonably confortable
with that, but | think when you're tal king about dose
finding, then you' re tal king about efficacy. You' re
tal king about neasuring a dose response, and to ne
that that's what we need.

| would just like to state that | have a
particular problemw th requests and as a nenber of an
IRB with protocols that are 100 patient safety
st udi es. Part of what an IRB is required to do is
| ook at the scientific nerit of the study, and it is
considered unethical to approve a study that cannot
answer a questi on.

Safety is not a question. Safety is a
byproduct of all the information about the drug from
other trials, and so | think that a lot of IRBs have
problens with this notion of safety, and if the FDA is
going to require safety studies, then they ought to
come along wth the question instead of |Ilike
"Jeopardy, " you know.

(Laughter.)
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DR SCHECHTER: Your trial should be in

the formof a question.

ACTI NG CHAI RVAN KATZ: That does |ead us
to the second part of this question nunber four, which
is are there specific ways that safety data ought to
be sought in pediatric analgesic trials, especially if
it's not being done the way you |ike right now.

Conment s about safety in pediatric trials?

Do you want to continue on the vein that you were on?

DR, SCHREI NER: Vell, | nmean, safety is
al ways assessed conpared to sonething else. So if we
have an open |abel trial and everybody is on the sane
dose, what does it nean? | nean, the drug could be
better than all other alternatives and we wouldn't
know it. So | think that we have to think about what
we' re asking for when we're asking for safety.

| think that the agency may know what they
want , but it is not crystal cl ear to the
pharmaceuti cal conpanies, and | say that as a nenber
of an I RB who sees a | ot of these protocols.

DR, RAPPAPORT: Well, actually | hadn't
heard that from any of the pharmaceutical conpanies
before, but, | nean, the discussion of safety, the
di scussi on of how we evaluate safety and how we cone

up with the instances that we're using in the |abel
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is, I think, alittle bit of out of the realmof this
particular neeting, but I nean, as Dr. Rodriguez and I
were just discussing, we ook at the entire profile of
safety from a large patient population for nultiple
trials when we |look at a new application. W' re not
just looking at a single trial to see whether there
was a particular event that won.

DR SCHREIl NER: No, but a lot of the
witten requests -- and it's not just this division --
are for a PK study and a 100 patient safety study. So
the conpany has put together sonething that is a 100
patient safety study, but what does that nean? They
col l ect adverse events.

And so the nenbers of | RBs who are | ooking
at these have a lot of trouble. Wat are you | ooking
for? If the drug isn't safe, what are you | ooking
for?

And | think that it's alnost from ny
per spective as a clinician not very usef ul
information. | think we can ask better questions and
that we should be |ooking for dose response. W
shoul d 1 ook at the range of doses that are necessary.

There are other things that we could be
| ooking at other than just saying, oh, a 100 patient

saf ety study.
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ACTI NG CHAI RVAN KATZ: Wiy don't you

continue with that thought? What do you think ought
to be looked for from a safety perspective in
pedi atric analgesic trials?

DR SCHREINER  Well, opioids are titrated
to effect, and so what we really need to know i s where
do we start. What's the mninum dose that provides
anybody any anal gesi ¢ benefit?

And then is there sone pl ateau above which
there's no further effect, you know, a mxed
agoni st/ ant agoni st, or can the doses keep going up and
up and up?

Ei ghty percent of the children have acute
pain, and actually their pain because they're post
surgical pain, the kids in the trial, their pain is
going down with tinme. So you know, they're using |ess
narcoti c. It's another problem with doing steady
state PK

Are we going to demand that they take the
drug every four hours even if they don't have pain
just so we can do the steady state PK?

ACTI NG CHAI RVAN KATZ: So those are al
efficacy and PK i ssues. What about safety? Are there
specific safety issues in pediatric trials that ought

to be considered? | haven't heard any yet.
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DR. SCHREI NER: I think we are al

concerned about respiratory depression and we're
concerned about the typical side effects of opioids,
and aside from the very youngest patients, | don't
think -- we're not -- | don't think there are
addi ti onal concerns.

| think kids tolerate a | ot of these drugs
a lot better than the elderly do.

DR TOBIN | think being in the
anest hetic conmunity, we have to understand that when
sponsors do provide drugs that they don't always know
what the safety issues are going to be either. One,
in particular, that wasn't discussed before this
conmittee was t he devel opnent and clinica
i ntroduction of the drug rapicuronium and it actually
did not have a problenmatic safety profile in the adult
patients or in the trials.

And once again, as a practitioner who
takes the drug, not imediately, but relatively
quickly will take the drug to use in children, we
found a very dangerous problemthat resulted in pretty
significant clinical detrinment to those patients, and
t he drug has since been w thdrawn.

So | just use that as a bit of a preanble

to the statement | don't always know what |'m | ooking
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for wwth safety. | know the usual profile of opioids,
but how do | know that the next opioid that is an
ester related drug is not going to have bronchospasm
associated with it or worsening chest wall rigidity or
a nmetabolite that's going to cause the seizure profile
wor se that neperidine nor neperidine right now?

| don't know what |'m always | ooking for.

I think we do have to do what Mark suggests: find
out the actual mninmal efficacious doses and go
forward fromthere, but not be hiding our results. As
a comunity we need to have post mar ket i ng
surveillance through the FDA so that if we do find a
safety profile problem we acknow edge that and get it
out as qui ckly as possi bl e.

DR HOLMBCE: | think that there are two
different types of safety issues here. One is in the
acute use of the opioids, and the other is the |ong-
term chronic, intermttent.

And in the short term you have the cancer
patients that are either wundergoing treatnent and
recovery from their cancer or recover from their
surgery and no |onger need opioids. So in those
patients you're nore likely to see the things that we
always worry about as an anesthesiologist, the

respiratory depression, the bad side effects.

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

332
On the other hand, as Dr. Friedman brought

up, the patients that have sickle cell anema or
sickle cell disease that are going to have chronic
intermttent use of these, there may be changes in
cognitive function, and so we really need to |ook at
what the patients that are on these nedications |ong
term may have different safety issues than those that
are on themin the short term and so we probably need
to do two different types of surveillance.

ACTING CHAI RVAN KATZ: So long-term
neur opsychol ogi cal changes in children on chronic or
recurrent opioid therapy is a specific safety issue
that you would Iike to see addressed in children

Any other specific safety issues that we
would like to see addressed in children or should we
nove on to the next question?

(No response.)

ACTI NG CHAI RVAN KATZ: Let's nove on then.

Question five, discuss approaches to dose
finding and the evaluation of pain in the very young.

| think Dr. Schechter already very clearly
stated that there are adequate assessnent scales
avai | abl e for young chi | dren, i f I didn't
m sunderstand you. So we're left with the first half

of that question, which 1is approaches to dose
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findi ngs.

Does anybody have any thoughts about good
or bad ways to acconplish dose finding in the very
young patient? Has anyone seen exanples of how not to
do it? Maybe that would be the place to start. It's
al ways easier to criticize.

Dr. Portenoy.

DR, PORTENOY: | just woke up. Can | go
back to the safety issue agai n?

ACTI NG CHAI RVAN KATZ: That was
yesterday' s session.

(Laughter.)

DR PORTENOY: | was just rum nating about
sonme of the issues that are comng up in the adult use
of opioid drugs and areas in which we are sure that we
need nore data, areas, for exanple, like sexua
dysfunction, the abuse liability of drugs, and the
i ssue of cognitive inpairnent.

And sone of those issues | haven't heard
di scussed, but it nmay be worthwhile at least to put
them on the table. For exanple, the issue of
hypopr ol acti nem c, hypogonadi sm or non-
hypopr ol acti nem ¢, hypogonadi sm which is probably a
fairly comon. These two abnormalities are fairly

comon in adult use of opioid drugs, and here we have
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a population of children that nmay be intermttently
bolused or on nore chronic therapy approaching
puberty. |Is that an issue or not an issue?

And | wondered if any of the pediatricians
woul d address that.

There are data from sone interesting
ani mal nodel s suggesting that bolus admnistration of
opi oid drugs, particularly in young animals nmay alter
the ability to or may alter the outcones in relation
to self-adm nistration of opioids secondarily.

In other words, there is sone data that
woul d suggest that intermttent, high intensity
adm ni stration of opioids may predispose to a craving
syndrone as opposed to continuous admnistration in
young ani nmal s.

And this concept of giving neonates in an
| CU repeated bolus injections of opioids for procedure
pain, is anybody in the pediatric conmunity | ooking,
t hi nking about that in terns of the possibility that
we nmay actually be creating the substrate for a
subsequent craving syndronme that could be disposed to
addi ctive di sease?

And then the issue of a cognitive
i mpai rnment that was nentioned. I mean, obviously a

constant concern in adults, particularly wth the
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recognition that sonme cognitive inpairnent is not
apparent to the person who is experiencing it and can
only be picked up with very good neuropsych testing,
it's the sane sort of issue we see in all centrally
acting drugs, like anti-conpulsives and anti-
depressants as wel |

But the issue in children, | would think,
woul d be | ooking at school perfornmance and ot her kinds
of outcones that are not -- that we don't look at in
adul ts. You know, in adults we're all worried about
driving, but in children | would wonder about |earning
and state dependent |earning, and has anybody been
| ooki ng at those issues?

ACTI NG CHAI RVAN KATZ: Endocri ne
conmplications, |long-termcognitive function.

Dr. Schechter.

DR SCHECHTER: Vel |, of course, one of
the problens is that nost children who are on chronic
opi oi ds have a concomitant illness that's significant.

So, for exanple, the sickle cell population is
predi sposed to growh failure, but that's sort of
i ndependent presunably of aggressive opioid treatnent
because we've only started aggressive opioid in young
kids recently, and that's been a |ongstandi ng problem

wi th secondary -- in al nost everyone you can consider,

SAG CORP
202/797-2525 Washington, D.C. Fax: 202/797-2525




10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

336

and again the sickle cell population also is prone to
-- and now with the transcutaneous Doppler we're
finding small strokes in those kids that we didn't
realize were there before.

So clearly that is an issue, but that's in
so many of the conditions that it's alnbost hard to
factor that out. As regards to the sort of craving,
we all worry about that a fair anmount or we're
starting to worry about that.

| mean, first we were starting to get
people to use these nedications, but now that we're
using them there is sone significant concerns about
t hat . There is data on the inadequate use of those
nmedi cations, and the NICU in particular and the sort
of changes in the central nervous system that are at
| east pretty chronic, at |least as |long as they've been
foll owed out for years.

So on one hand, we risk that. On the
ot her hand, we sort of know what's going to happen if
we continuously perform procedures on Kkids wthout
adequat e treatnent. But | do think that that's very
much worthy and a very inportant area to study and
| ook at as we start to do this.

DR PORTENOY: Just to clarify, you're

talking about the data that suggested inadequate
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managenent in the NICU may predispose to nore pain

wth --

DR SCHECHTER  Yes, right.

DR PORTENOY: -- injury l|ater on.

DR RODRI GUEZ: Right.

DR PORTENOY: Right, yeah.

ACTI NG CHAI RVAN KATZ: Dr. Rappaport, did
you have any other -- you or your group have any ot her

specific issues with regard to the dose finding
guestion in the very young that you wanted to have

covered before we nove on?

DR, RAPPAPCRT: | guess if there are no
ot her thoughts on the issue of netrics here, | nean,
that's really a problem If we have to do dose

finding for the very young children, for the neonates
and the infants, we're going to need to do essentially
efficacy studies. It's the only way to do it, and the
nmetrics aren't really very good.

Is there any other conmment in that area?

ACTI NG CHAI RVAN KATZ: Dr. Schechter, did
you want to readdress that point about whether the --
| don't mnd putting you on the spot -- wth the
metrics in evaluation of neonatal anal gesic responses
are psychonetrically sounds or not?

DR SCHECHTER: Wll, there are a nunber
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of them as everyone is aware, and each day, you know,

in the Journal of Pain and Synptom NMainagenent or a

Cinical Journal of Pain there's another one or two

that pops out. 1'd say that sone of them have better
properties than others. None of them seem to be
perfect at this tine.

There have been sone si gni fi cant
psychonetric investigations of at |east sone of them
and I would certainly say that it's not at the |eve
of what one would identify in an adult reporting their
di sconfort and | ooking at the other sorts of neasures.
It certainly is not at that |evel.

But the ability using facial recognition
and a variety of other things and conparing that to
pain is reasonably good. It's just hard to know what
the gold standard is when you're conparing it. It's
sort of construct validity, but having said that, |
think nost people in this field who have |ooked at
this for a long tinme -- it's probably been ten or 15
years of investigation -- are reasonably confortable,
people |ike Bonnie Stevens and Patrick MGath, and
t hat sort of scale developers are reasonably
confortable that they have instrunents that can at
least tell a little bit of pain/no pain, nmaybe not in

significant gradations, but certainly at sone course
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| evel they certainly can identify disconfort.

ACTI NG CHAI RVAN KATZ: Dr. Roberts?

DR ROBERTS: Wll, 1 wouldn't hold ny
breath waiting for themto point to the smley face or
the "frownie" face, but you know, a lot of the pain
studies in newborns actually occur in the context of
circuntision with dorsal penile blocks. Peopl e were
nmeasuring catechol levels and cortisol levels, and I
guess you could insist on that. That seens a bit
over done.

You know, maybe with a kid in the N CU
that's got indwelling lines in where it wouldn't be
perhaps that hard to get another cc or two to check
some of that, it's a helpful way to go, but | don't
know that |1'd require it.

| think some of the other psychonetric
tests that Dr. Schechter spoke to seem to ne
reasonably convincing, and that's probably as good as
it's going to get.

ACTI NG CHAI RVAN KATZ: Any further details
about the issues of psychonetric testing?

W have one nore question to address
t oday.

DR RAPPAPORT: Excuse ne. Bef ore you go

on, I'd like to go back to the first question just
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briefly.

ACTI NG CHAI RVAN KATZ: You want to start
all over again?

(Laughter.)

DR,  RAPPAPORT: That was the question on
formulation, and I know at one point Dr. Tobin said in
passing that there nmay be a place for conbination drug
products in pediatric patients, and we didn't really
follow up on that, and it's a big question not only
for us, but for the other division at the agency that
deals with analgesic drug products, and there are
obviously a lot of themout there, and there are a | ot
of regulatory issues that conme to us because of that.

So if we could spend just a couple of
m nutes on that.

ACTI NG CHAI RVAN KATZ:  yes.

DR SCHREIl NER: | think for the postop
surgical patients there are an awful [|ot of day
surgical patients for whom Tyl enol is not enough, and
right now at least in the Philadel phia area, | would
say the nost comon drug that's prescribed is Tyl eno
with codeine not because it's the best drug, but
simply because it's carried by the nost pharnacies.

Qur surgeons would |like to use oxycodone

because they prefer it, but there's only one
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manuf acturer of liquid oxycodone, and it 1is not
uniformy avail able at npbst pharnaci es.

So I think there is a need for conbination
products for those short-term treatnents where kids
need sonething nore than just acetam nophen, and the
surgeons would want to prescribe those. | T's easier
for patients to give one drug than two.

And | realize, you know, for ny use they
don't have much place as an anest hesi ol ogi st, but they
certainly, | think would be a benefit to children.

ACTI NG CHAI RVAN KATZ: Dr. Roberts.

DR ROBERTS: | would echo that. The
other thing I'd ad, and it's nore of a delivery system
issue, but it relates, and |I've |long wondered why --
and it probably has to do with very |ow absorption,
but why peopl e haven't | ooked nore at inhalers.

| mean, for instance, wth kids wth
asthma it's pretty easy as young as even four years
old to get themto use an inhaler dependably, and if
you're concerned that you don't want it to look like
candy and things like that, it gets around that.

You know, the intranasal stadol is about
as close as we've had, but | think that's an area of
pursuit that m ght be worth investigating.

ACTI NG CHAI RVAN KATZ: Dr. Schechter.
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DR,  SCHECHTER Yeah, as regards to the

previous point about conbination drugs, | do think
that for the nbst part pediatricians are confortable
with them Fam lies are reasonably confortable wth
them Tylenol wth codeine, percocet, whatever,
followi ng surgery or for otitis or pharyngitis for a
short period of tine.

| think in the situations where sonebody
is going to be on, you know, two percocet every four
hours for a long period of tinme, they're nore likely
going to be in the hands of a pain specialist or
sonmeone el se who would nore than likely recognize the
potential hepatotoxicity and whatever is associated
with that.

So | think for the short run where they're
typically used, they're a confortable drug for nost
peopl e and reasonably efficacious. So | think they do
have value in the pediatric popul ation.

ACTI NG CHAI RVAN KATZ: So it sounds Ilike
there is a sense that for short termuse, particularly
in the postoperative setting, there is a role for
conbi nati on products.

Dr. Ashburn.

DR ASHBURN. One voice in opposition. At

Primary Children's Medical Center where | run both
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the chronic and the acute pain services, one of our
| eading indicators of adverse drug event nonitoring
that we've identifies as a potential cause for harmis
anal gesics that contain acetam nophen in conbination
products in that the routine dose that's comonly
witten by surgeons for postoperative pain nmanagenent
wite a dose and then if it's given every three hours
as ordered, wthin 24 hours they frequently are
subject to receiving potentially harnful doses of
acet am nophen.

" mnot sure of any studies that show t hat
the conbination products are better than individual
opi oid products by thenselves titrated to effect.
Now, you all rmay know otherw se, and | suspect that
it's a matter of convenience that these products are
translated from the adult population down to the
pediatric popul ati on, and it's a matter of
conveni ence, availability of the product in those
issues that the product still remain available and
have a role for the care of patients, but given the
ideal world, it seens to ne l|like safety would be
inmproved with oral solutions containing codeine and
hydrocodone and oxycodone being available as an
alternative to conbination products with regard to the

overal|l safety of using these medications in an acute
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pain setting, as well as especially in the chronic
pai n setting.

ACTI NG CHAI RVMAN KATZ: Dr. Portenoy.

DR, PORTENOY: | just wanted to nake the
point that at least in New York | think it's also an
i ssue of concern about regulatory scrutiny. You know,
we have to use a special prescription to prescribe
codeine w thout acetam nophen and no speci al
prescription to prescri be acetam nophen with codei ne.

And you know, there are sone data to
suggest that as soon as a special prescription is
needed, the prescribing drops like a stone and other
drugs are prescribed instead.

And | would agree with you. | don't know
of any data that would suggest that the conbination
products would work better than the appropriately
titrated single entity, and |I think that it's other
t han conveni ence and those sort of regulatory issues
that there's really no value to it that | can see.

DR ASHBURN: So the irony is that the
regul atory situation is such that we're nore likely to
prescribe a drug that can cause harm than one that
m ght be safer.

ACTI NG CHAI RVAN KATZ: Let's go to Dr.

Fol ey and then Dr. Tobin.
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DR FCLEY: I mean, the enphasis on this

conversation here has been on codeine, but ten percent
of the population can't nmetabolize codeine. So it
raises the question of how nmany pediatric patients
that mght represent, and we don't have any data
related to that.

What was not brought up is the whole role
of hydrocodones and that whole class of drugs and the
use of conbinations, and | think that's sort of
unt est ed. It would seem to nme a reasonable
consideration to have that | ooked at to see.

The value of using them | think, is nore
than convenience. |It's thought to be opioid sparing,
and that can have advantages. There is data to show
t hat when you have an opioid and you add a non-opi oi d,
you have additive anal gesic effects, and the rationale
of wusing conbinations is this construct of opioid
sparing because of the side effects of opioids,
specifically, let's say, constipation or it mght be
nausea or sone ot her ground.

So | don't think -- 1 think that we
shoul dn't focus on codeine, but focus on the spectrum
of agents out there for which conbinations mght be
appropriate, and what those conbi nati ons m ght be.

But broadly | would argue that there's so
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much difficulty even noving this forward that it would
be helpful if we had some good studies on the single
agents and then deal with the fornulation piece as a
second aspect.

ACTI NG CHAI RVAN KATZ: So |I'm hearing that
there is clearly a role for -- a potential role -- for
conbi nation products in pediatrics. However, there is
a lack of data to determ ne whether those conbi nation
products are advantageous over appropriately titrated
pure opioids, and that those data are needed, as wel
as the fact that there's a quirk as far as scheduling
goes where, in fact, these safer drugs may be nore
tightly regulated than the U S. safe drugs.

Any other comments about the conbination
issues? Dr. Rappaport, did you have any particul ar
nmet hodol ogi cal or other issues? W certainly have a
potential safety concern that was nentioned.

|"m sorry. Your turn this tinme. Dr.
Fol ey went first last tine.

DR TOBI N | just want to ask if the
panel here would have an opinion or | expect nany,
about the ethics of a sponsor or an investigator
initiated trial about pediatric pain evaluation using
normal volunteers, and that it's currently a standard

t hat when new anal gesic agents are being used in our
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research, that we have standard heat probe placenent
to the foot of the human volunteer, and we |ook for
efficacy. Then we have the sanme with other nechani sns
of | ooking at hyperal gesia and al edeni um (phoneti c).

The reason | bring up the question of
public forum is because there are certain |IRBs which
have turned down applications by noderate or
intermediate and very senior investigators calling
this unethical to in any circunstance cause tenporary,
but we would consider it absolutely reversible energy
applies to the skin with no long-term injury solely
for the effect of looking at a new analgesic
nmeasur enent , and it's ei t her phar macoki neti cs,
dynami cs, or efficacy in a healthy patient popul ation
of , say, ages six to ten.

ACTI NG CHAI RVAN KATZ: Thoughts about the
efficacy of human pain studies in pediatrics? Dr.
Rodri guez?

DR. RODRIGUEZ: There is in the pediatric
page a publication in the Wb of the Advisory
Conmttee, the subcommttee on pediatrics on ethics,
and they address the issue of who to enroll in these
studies, and essentially, first of all, the premer on
the people | call patients. They're not called

subj ect s. So, therefore, they nust have the
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condi ti on.

Now, | suppose that you could say, well
if they can have pain one tine in his life or
something like that, but essentially it spells out

situations in which the studies can be done, and you
nmust have a condition in order for you to be enrolled
in the study.

So in other words, healthy individuals
usually are not involved. It's interesting because in
the back of nmy mind I think of patients wth vaccines,
and | think of patients and -- well, they're likely
to get the disease, and | think of patients wth
otitis media, and in prophylaxis where you don't have
the disease, but they're likely to have the disease,
or have the disease.

But overall, generally speaking, the
participants nust have a condition to be treated

according to this recomendati ons of the Ethics Panel

on Placebo Control -- not placebo -- on Trials in
Pedi atri cs. You may want to take a look at it and
derive your -- but | just wanted to bring it up.

DR, SCHREI NER: | attended that neeting,

and actually they presented a variety of scenarios
and the issue of using normal children in trials for

otitis media, the ngjority of the conmttee felt that
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that was acceptable because all children get otitis
nmedi a, although you could find a better population
nanely, children with frequent otitis nedia.

So the question is: is a condition so
prevalent in childhood that the condition itself is
chil dhood? Do all children have pain?

| mean nost people would say if you have a
new drug for fever, all children get fever and,
therefore, it would be okay to do a PK study in norna
children, but those are about the limts.

Then the other issue is once you get
beyond having a condition, there are other ways that
you can inprove a trial in children, and you can
inmprove it if it's of mniml risk. So you have to
deci de whether applying pain to a child for a brief
period of tinme is mninmal risk, and when you consi der
psychol ogi cal and ot her issues, you nmay or nmay not --
your conmttee may or may not accept that.

And if they don't have a condition and
it's nore than mnimal risk and it's nore than a m nor
i ncrease above mninmal risk, you know, if it's not of
direct benefit to them you' re not going to be able to
do the study, unless you follow the route of, you
know, appealing to the Secretary of Health and Human

Servi ces.
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ACTI NG CHAI RVAN KATZ: Dr. Portenoy and

then Dr. Smley.

DR PORTENOY: | just had two comments in
response to that. The first is given the concerns
about whether or not kids at the age of six and seven
can assent, | think that would raise a concern in ne,
and then secondly, why would parents agree if there is
no incentive? And if there is an incentive, then it
raises the ethics of incentivized parents putting
their kids under that situation.

So | think there are concerns about it.

DR SCHREINER  Could I just say sonething
about assent as well? Assent is not exactly the
analogy to consent for adults. Consent for adults
springs from the principle of, you know, respect for
principle for autononous peopl e.

But the national comm ssion, when they
construed the need for assent for children, construed
it as a benefit that we should appeal to the altruism
of children. It was not a parallel exactly to
consent. W should keep that in m nd.

DR SM LEY: Qovi ously you need a higher
standard to do these kinds of studies on any
vul nerabl e popul ation, and obviously kids are, but |

think it's difficult to justify because al nost all of
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us around the table have pretty much said that we
believe that these drugs that we're talking about,
opi oids work pretty nmuch the sane in kids and adults.

So |I think it would be hard in nost
studies I can think of to reach the standard necessary
to justify studying normal, quote, unquote, volunteer
children because we don't actually believe there's a
crying need for it if the pharmacology is sufficiently
simlar.

ACTI NG CHAI RVAN KATZ: Last question. As
new products becone avail able for hone use in younger
patients, there may be a risk to famly nenbers of
accidental ingestion, overdose, or deliberate abuse
and diversion of these nedications. Di scuss the
strategies for risk comrunication and ri sk nmnanagenent
that should be considered at the tine of pediatric
opi oi d drug approval .

O course, we discussed this to sonme
extent earlier. Does anybody have any specific
suggestions or conments about how one can communicate
risk or manage it nore appropriately when the opioids
are devel oped?

Dr. Bitetti.

DR BITETTI: I'm not sure that it's

really any different from parents having digoxin or
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am ot erone (phonetic) in the hone, but | think what
we're sort of getting back to here is the diversion
i ssue, which seens to be the reason that this question
is there.

And we've spent nost of the afternoon
talking about the difficulties of developing pain
nedicines for children's new fornulations, t he
incredible need for that, and |I think personally that
worryi ng about diversion, that that should not be an
enphasis in devel oping new fornulations and worrying
about whether or not they have enornous diversion
potential when it seens I|ike there's such an
incredi ble need for patients to have pain nedici nes.

And in general, | don't know what the
problens of the FDA is versus the DEA in ternms of
whet her or not our nmajor concern is safety of the
patients who are taking the nedications and the abuse
potential perhaps for those patients or whether or not
our major concern should be abuse potential by other
menbers of society.

DR,  RAPPAPORT: Do you want nme to just
briefly?

ACTI NG CHAI RVAN KATZ: Yes, please.

DR.  RAPPAPORT: Qur regulations allow us

to look at the safety for the patient who's taking the
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medi cation, but we're a public health organization,
and when we see that there's a potential problem to
the population at large, we're responsible for at
| east bringing that to light and doi ng whatever we can
to protect the public.

ACTI NG CHAlI RVAN KATZ: Dr. Bitetti, does
that answer your question about whether the FDA has

jurisdiction in the central diversion issue?

Dr. Roberts.

DR, ROBERTS: | don't quarrel with the FDA
having jurisdiction. | guess it's just a problemthat
| don't see as a large problem I think the problem

of pain control is a far greater one.

Wen you look at diversion for other
phar macol ogi ¢ products, whether it's acetam nophen or
aspirin or alcohol, for that matter, and kids getting
into that other, you know, famly nenbers devel opi ng
health problens, that's a far larger issue than with
prescription drugs of this sort.

So | just don't, frankly, experience it or
see it nuch. | think it makes for great news print,
but not necessarily great public policy.

ACTI NG CHAI RVAN KATZ: |"m going to take
the liberty of tabling the diversion question until

t onor r ow. And just to meke sure that we didn't
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negl ect to answer a piece of the question that's still
there, did anybody have any coments about risk
comuni cation  or ri sk nmanagenent in ternms of
accidental overdose or other potential issues when
t hese nmedi cati ons go honme with kids?

Dr. Hol nboe?

DR HOLMBCE: Yeah, | can think of a
couple of things worth considering. The first is we
know from at least literature in adults, and 1'd be
interested to hear from the pediatricians, that the
guality of counseling that occurs between patients and
physicians is actually quite poor.

In a study published by O arence Braddock
in JAMA in Decenber of 1999, he found that using
fairly mnimal criteria, only nine percent of visits
nmet those criteria for effective, inforned decision
maki ng.

So | think given the risk-benefit ratio of
this drug, this is probably something that needs to be
| ooked at in which to see if there's data in the
pediatric literature, but how good the counseling
actually is.

So one of those wll be what sort of
adjunct should drug conpanies or doctors who use

opiates need in the office in order to discuss this
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with their patients.

The second is what sort of information do
parents need at honme to use these particular drugs,
and | think sone discussion of, you know, the concerns
about overdose, what to do in those situations
probably needs to be part of that.

One approach mght be to use sonething
like a Medi GQuide that's nore pediatric specific that's
been used for sone of the other drugs FDA has recently
approved with nmore difficult risk-benefit ratios. So
those are sonme of the potential things that | think
need to be consi dered.

ACTI NG CHAI RVAN KATZ: I's there data in
pedi atrics about the adequacy of counseling when kids
t ake hone nedi cati ons? Does anybody know?

DR SCHECHTER  Well, there is data about
in general the anmount of counseling that goes on in a
typical pediatric encounter which in a typical 12 or
15 well child supervision visit about 90 seconds. So,
in general, you know, anticipatory guidance in those
sorts of things obviously the short shrift just in
gener al .

| think though when we're dealing wth
these sorts of nedications very often there is a fair

anount nore care given, even nore instruction than,
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for whatever reason, than traditionally even wth
antibiotics or whatever. So | do think at least in ny
experience people are so anxious about t hese
medi cations in the primary care setting that they do
spend sone tine discussing them

That's totally anecdotal, and you know
what we've all said about anecdotes.

ACTI NG CHAI RVAN KATZ: Anyone from the
primary care world want to conment about that
conmplinent that you just received?

DR HOLMBCE: | still have concerns that,
you know, you're carrying a certain bias based on your
own experience because of your experience in having to
use these drugs, and | think any time sonebody steps
out of their confort zone a little bit I'mnot so sure
that the amount of the discussion going on in the
office, particularly sonebody who studies this from a
research point of view, is actually occurring.

And so | have real concerns about it, and
again, | can't speak to the pediatric population
because | don't work in that particular arena, but I
know that anywhere from adolescence to older age
adults it's still a problem

ACTI NG CHAI RVAN KATZ: Dr. Roberts.

DR ROBERTS: Well, a couple of things. |
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nmean, we know that in an average encounter the
patient, if you're lucky can take away three things,
and so one of the problens is you may have 22 things
about a particular drug alone, much less all the other
advice you gave, that you may be asking people to
rememnber.

And so | think Medi Guides or alnost any
mechani sm that you could nake available to people
would be good because various people learn and
renmenber and retain things differently, and you know,
whether it's a telephone call-in line that they can
call wth questions, you know, about a particular
nmedi cine they're on or a piece of paper they go hone
with or a conversation with the doctor, the nurse or
whonever, that's all good.

M/ experience has been that parents tend
to be actually nuch nore discerning and questioning
about the nedicines you're about to give their
children than they would be on their own behalf. In
fact, sonetines they're a little enbarrassed to ask
tough questions on their own behalf. They have no
problens really pushing to the wall when it cones to
their children.

So, in general, | would view it as perhaps

| ess of a problemin the pediatric setting than in the
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adult setting, but | say that just with ny own

anecdot al experi ence.

ACTI NG CHAI RVAN KATZ: Dr. Fol ey.

DR FOLEY: | think in this whole area
both for adults as well as children we probably
haven't done enough of creating safe environnents
related to these drugs and the information that people
need.

And renenber that these kids are not
always with their parents, but they're with their
friends, and they're going to school and they're
sleeping over and they're doing a variety of other
t hi ngs.

And | think that if we l|ook at how
juvenile diabetes has sort of addressed this issue
with a lot of information, | think that we could
benefit with nmuch nore information and al so with what
would -- if someone took your drug and took an
overdose of it, what should be done with that soneone
because increasingly you're seeing, at least in the
Oxycontin, seeing these teenagers take these drugs in
which all of their friends have identified them as
sleepy and no one ever thought to get them to an
energency room and give them nal oxone, and they were

all clearly sal vageabl e.
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So | think that depending upon the age

group, particularly if we talk about a teenage
popul ati on that m ght be taking these, | think that we
shoul d escal ate up the safety issues.

And we've had experience wth elderly
cancer patients taking their nedications at honme and
having young children in the honme who inadvertently
because it's sitting on a table take the drug. And so
| think instructions of where it has to be placed, the
idea of safe havens for it, the kind of information
and what happens if soneone takes this.

And | think that kind of is positive, not
negative information.

ACTI NG CHAI RVAN KATZ: Do you think it's
appropriate for the FDA to require those sorts of
i nstructional progr ans on appr oval of opi oi d
anal gesics that will be used in children?

DR FOLEY: yes, | do.

ACTI NG CHAI RVAN KATZ: Anybody el se have
any thoughts about that? Yes, Dr. Reidenburg.

DR RElI DENBURG Yeah. I think the
problem is the sanme for opioids used in adults and
t aken hone. | don't see that the issue is the
pedi atric fornulation, but the opioid in a hone.

ACTI NG CHAI RVAN KATZ: Dr. Carlisle.
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DR CARLI SLE: A parallel situation that

we deal with all the tinme as anesthesiologists, we
give patients nedications that alter their ability to
renmenber. Then we tell them sonething. Then we give
them a witten instruction, and then we send them
hone, and then we call them and they still don't
remenber .

So | think that we don't do a very good
job in many circunstances, and we need a better way to
do this.

ACTI NG CHAI RVAN KATZ: Dr. Hol nboe, did
you have comment s?

DR HOLMBCE: | just wanted to add ny yes
to Dr. Foley's with regard to the requirenent.

ACTI NG CHAI RVAN KATZ:  Anybody el se? Dr.
Schechter.

DR SCHECHTER W have started requiring
-- Russell alluded to this before -- a contract when
we're using these chronically in children and starting
in the teenage years, and basically it says a couple
of things. | won't loan this to anybody el se. 1
only use one particular pharmacy. | know what sone of
the side effects are, and there's a little bit of
educati on.

And we've just gotten to the point where
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we feel we're nore confortable. That will at |east
definitively state that these things have been
di scussed anyway, and we read it together and the
child has to sign it. Again, we started that.

Whet her there should be differences in the
way we use that as opposed to other nedications, |
don't know, but we have felt nore confortable doing
t hat .

ACTI NG CHAI RVAN KATZ: Dr. Schuster.

DR SCHUSTER. Well, | can't speak to the
issue in a clinical setting, but when we do inforned
consent, you know, our |laboratory in experinental
settings, we have taken to having a very short three
or four item quiz that at I|east we know that the
person that we have just supposedly explained what
they're getting into has understood sufficiently that
t hey can answer these very sinple questions.

| don't use them to prevent people from
entering studies, but rather to insure that | can go
over those particular itens which they obviously have
not m sunderstood. So |I'm saying at the bottom of the
i nformed consent, you coul d have three questions.

ACTI NG CHAI RVAN KATZ: Dr. Roberts?

DR ROBERTS: Vell, that remnds ne of
one ot her thing. In genetics counseling, one of the
SAG CORP
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things that's being increasingly used are interactive
prograns where to be able to progress all the way
through to signing the consent form you have to be
able to get a series of questions answered correctly.

And it seems to ne those nore innovative
strategi es around testing know edge and communi cati ng
information mght also be hel pful directions as people
think about new ways of assuring proper use and
safety.

ACTI NG CHAI RVAN KATZ: Dr. Rappaport, did
you have any other questions for our pediatric agenda
for this afternoon?

DR, RAPPAPORT: | have a couple other
little things, but | think rather than keep everybody
here nmuch later today, I['Il try to slip them in
t onor r ow.

ACTI NG CHAI RVAN KATZ: Well, then we have
actually conmpleted our job a half an hour early today.

Congratul ati ons, people around the table, for hel ping
with that and for a hel pful discussion, and I'll see
you al |l tonorrow norning

Kinberly, did you have any housekeeping
announcenents to nake?

M5. TOPPER  Yes.

ACTI NG CHAI RVAN KATZ: WI I everyone just
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MS. TOPPER WIl the commttee nenbers

who are attending the dinner thi

have finished early, we're going

S evening, since we

to neet in the |obby

at six o' clock. That will give you an hour to rel ax
and chill out. It is very casual. Please be prepared
to be casual. No ties allowed.

Thank you.

(Wher eupon, at 4:58
Conmi ttee neeting was adjourned,

a.m, Thursday, January 31, 2002.)
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