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PROCEEDI NGS
Call to Order and Openi ng Renarks

DR KATZ: Good norning. Once again, this
is a nmeeting of the Anesthetic and Life-Support
Drugs Advisory Committee. My name is Nathanie
Kat z.

I wanted to make brief opening coments.
First of all, in terns of conmttee discussion and
in terms of speaker presentations, the ground rules
for today will be the sane as yesterday. |If
anybody around the table feels that they want to
direct any questions to anybody just raise your
hand and we will recognize you, and those would go
through ne. Speakers will get a yellow light two
m nutes before the end of your presentation and
then a red light at the very end of your
present ati on.

There will be sone periods of tine for
di scussion this norning. W are going to follow
the sane schedul e as everyone has received and as
is out there on the table. There have been no
changes to this point in the schedule so we wll
start out with about a half hour or so to continue
sonme di scussion fromyesterday, then we will have

presentations fromour sponsor at 8:45 and the
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schedule will continue Iike that.

Today is nomnally a day to discuss the
Pal | adone ri sk managenent program however, there
are still general issues fromyesterday that need
to be discussed so | will try to be clear during
the di scussion period, and | think the questions
are cl ear enough thensel ves, as to whether we are
tal ki ng about general issues on risk nanagenent
progranms or the Palladone programin particular. |
have no other general comrents. Bob Rappaport or
any of the folks from FDA, anything to add? |If
not, Johanna Cifford will read the conflict of
i nterest statenent.

Conflict of Interest Statenent

MB. CLIFFORD: Thank you. The follow ng
announcenent addresses conflict of interest issues
with respect to this neeting and is made part of
the record to preclude even the appearance of
i mpropriety at this neeting.

The conflict of interest statutes prohibit
speci al governnent enpl oyees fromparticipating in
matters that could affect their own or their
enpl oyers' financial interests. Al participants
have been screened for conflict of interest in the

product, conpeting products and firms that could be
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af fected by today's discussions.

In accordance with 18 U. S. Code Section
208(b)(3), the Food and Drug Adm nistration has
granted waivers to the follow ng individuals
because the agency has determ ned that the need for
their services outweighs the potential for a
conflict of interest. They include Dr. Nathani el
Katz for consulting on an unrelated matter for the
sponsor. He earns |ess than $10, 001 per year. Dr.
Robert Dworkin for consulting on unrel ated issues
for three conpetitors. He earns |less than $10, 001
a year fromeach firm Dr. Steven Shafer for
consulting for a conpetitor. He earns |less than
$10, 001 per year.

A copy of the waiver statenents may be
obtai ned by submitting a witten request to the
agency's Freedom of Information Ofice, Room 12A-30
of the Parklawn Buil di ng.

W would also like to disclose that Dr.
Charl es McLeskey is participating as a non-voting
i ndustry representative, acting on behal f of
regul ated industry. Dr. MLeskey is an enpl oyee of
Abbott Laboratories and a sharehol der.

In the event the discussions involve any

other products or firms not already on the agenda
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for which an FDA participants has a financi al
interest, the participants are aware of the need to
excl ude thensel ves from such invol verrent and their
exclusion will be noted for the record.

Wth respect to all other participants, we
ask in the interest of fairness that they address
any current or previous financial involvenment with
any firm whose products they may w sh to conment
upon. Thank you

Commi ttee Di scussion

DR. KATZ: Thank you. Now we have about
40 mnutes of time to continue our discussion from
yesterday. |f everybody around the table could
return to their list of questions, we will be
conti nui ng our discussion of question one which we
were able to begin very briefly towards the end of
the day yesterday.

I will read the question. Please discuss
the role of the potent nodified-rel ease opioids in
the managenment of chronic pain. W can just begin
a general discussion or continue a genera
di scussion of that issue. Does anybody fromthe
FDA side want to add any clarifying coments to
that question, or are you satisfied with beginning

a general discussion?
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DR. RAPPAPORT: Wy don't we just begin
with a general discussion and if we feel the need
to junmp in, we will?

DR. KATZ: We are open for comments. Yes,
pl ease, Dr. Rose?

DR ROSE: VYesterday you had asked severa
questions about certain types of patients, certain
patients at high risk for adverse events, etc. and
| wanted to put nmy two cents in on that.

| felt that when you tal k about types of
patients we should al so tal k about the physician
doi ng the prescribing who needs to identify and
docunent, if necessary of patients who in the past,
when they have cared for them have been unreliable
and non-conpliant. | think that is the issue.
Cases that | have seen can kind of tell you in
advance that these patients are going to have
problenms with the type of drug that we are talking
about today. So, | think it is very inportant for
the physician to actually evaluate the patient for
their reliability. That was one issue that I
wanted to nake a conment on

Then the other, when you are going to say
about the duration of treatnent--you are going to

be getting to that, | know-in the past there have
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been issues of putting atinme limt on certain
types of care that we give to patients who are
considered to be termnally ill. There is, for
exanple, the issue that hospice is only for
patients who you expect not to live nore than six
mont hs but, as was nentioned yesterday, many tines
if you appropriately treat a ternminally ill patient
you can actually extend their life and make their
life nmore confortable for whatever tine they have
left. So, | do think it mght be inappropriate to
put atime limt or to say if you don't expect the
patient to live nore than a certain period of tine
that this patient is a candidate for this drug and
not otherwise. So, | don't think that we should
put atinme limt for termnally ill patients.

DR KATZ: Thank you. So, if | take your
two points, you are suggesting that, nunber one, in
assessing the appropriateness of |ong-termtherapy
one factor is assessing the |likelihood of patient
compliance with that therapy.

DR ROSE: Correct.

DR KATZ: One elenent in that assessnent
is history of conpliance or non-conpliance.

DR RCSE: Thank you

DR. KATZ: Then, the second point that you
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are suggesting is that in the course of appropriate
medi cal practice artificial limtations on the
duration of therapy are not part of nornal nedica
practice with opioids.

DR ROSE: That is correct.

DR KATZ: Oher coments? Yes, Dr.

Baxt er?

DR. BAXTER: Thank you very nuch. | am
glad to see that on ny first attenpt today | amin,
not that | amstill thinking about yesterday--

DR KATZ: Cod forbid!

[ Laught er]

DR BAXTER: But | think that it is
i mportant from an addi cti on standpoint that part of
the appropriateness that should be considered by
physicians if in fact, nunber one, that there is a
hi story of addiction or use disorder and, nunber
two, what is the current status of that medica
problem It is ny belief, and the belief of many
addi ction specialists, that people who have
hi stories of addiction are not automatically
excluded fromuse and benefit of opiate nedication,
but it is very inportant to be able to ascertain
that person's recovery status.

DR KATZ: That is very helpful. So,
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agai n, you are suggesting that an addiction history
shoul d be a standard el enent and in good practice
is a standard el enent of assessing a patient for
the appropriateness of opioid therapy. | wonder if
you coul d expand on that and naybe give us a little
bit nore information on what physicians do to get
an addiction history and the accuracy of those

of fi ce-based methods in obtaining an adequate

addi ction history.

DR. BAXTER: The first thing is that the
questions have to be asked. Unfortunately, | know
that many tines an addiction history is not taken
So, one would minimally need to ask if, in fact, a
person has ever had any problens w th drugs and/or
al cohol. If the answer is yes, well, then further
i nformati on needs to be gathered in terns of what
subst ance was the drug of choice; what measures in
terns of treatnment were enployed; and what the
person's current recovery status is.

DR KATZ: What if the answer is no?

DR BAXTER. Well, then you have to figure
out how far you really want to go with that |ine of
questioning. As an addiction specialist, of
course, you know that | would go nmuch further but I

think that in ternms of primary care or genera
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practitioners who, we all know, prescribe a |ot of
these nedications we have to at |east get themto
start asking questions.

DR KATZ: Thank you. Dr. Dworkin?

DR. DWORKIN: | have a question about the
question. The question seens to enphasize the word
"potent"” and | don't think we have di scussed that.
G ven a range of potency in the avail able
nodi fi ed-rel ease opioids is the potency, neaning
the mlligranms needed for an equi anal gesi c dose,
relevant in any way at all or not to clinica
practice of these nodified-rel ease opioids. So,
guess ny question is about have we really discussed
potency variability among these drugs? And, |
don't think we have, and shoul d.

DR KATZ: So, are you asking the question
about whether the word "potent" changes the answer
her e?

DR. DWORKIN: Yes, whether the potency of
the drug change has any inmpact on the answer.

DR KATZ: O, are we just really
di scussi ng about opioid therapy in general? Well
that is a question and that is open for comrentary.
Is the standard of practice different for opioids

depending on their potency? Dr. Saini and then Dr.
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Shaf er ?

DR. SAINI: | think the WHO | etter was
made on an arbitrary basis. There is really no
di fference between a weak opiate and a strong
opi ate. You can give enough of a weak opi ate and
get the sane effect as conpared to giving a snmaller
anount of a stronger opiate. So, the nmain question
is should the opiates be used in pain. And, the
answer is, yes, if appropriately used they are the
gol d standard for npderate to severe pain while
NSAI Ds shoul d be used to control mld to noderate
pai n.

Having said that, the risk of addiction
shoul d be assessed and at the sane tine the adverse
effects of narcotics should be assessed also as the
therapy is going on. Wile you are assessing these
ri sks, when you see these drug addi cts nobody will
divul ge a history that they have been in a drug
rehab program It is usually later on that you
find that these people have been in a drug rehab
program and you have problenms. So, assessing the
history and if they are prone to becom ng an addict
is inportant. Famly history of drug dependency,
hi story of anxiety, depression, psychiatric

di sorder and previous history of drug abuse nakes

file:///C|/Daily/0910anes.txt (13 of 357) [9/17/03 9:51:22 AM]

13



file://IC|/Daily/0910anes.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

them nore prone to becone a drug addict.

DR. KATZ: Thank you. Dr. Saini, your
answer to Dr. Dworkin is no. You are saying that
the word "potent" could just as easily be taken out
of this question and that the standards of care and
medi cal practice are the sane for all opiates,
regardl ess of their potency or their release. Aml
under st andi ng you correctly?

DR SAINI: That is correct.

DR KATzZ: Dr. Shafer?

DR. SHAFER: Dr. Dworkin's question is a
good one. | think it relates to the fact that
there are two definitions of potency that are used.
To the lay public potent just neans strong and the
strength has two conponents. One, froma
phar macol ogi cal perspective, is the concentration
associated with 30 percent maxi mum drug effect,
which is the definition you are thinking of, and
that is absolutely irrelevant to the utility of the
drug provided you don't have to eat, you know,
bricks of the stuff to get a drug effect. The
other is the intrinsic efficacy, the maxi mnum effect
the drug can produce, and all of the full nu
agoni sts are thought to pretty nmuch go to the sane

maxi mum drug effect.
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From a pharmacol ogi ¢ perspective, | think
what we are tal king about is the full mu agoni sts.
If we want to be true to what we are tal ki ng about
here pharnmacol ogi cally, we shoul d perhaps talk
about full mu agonists and | eave potency out of it.
I think potency is being used in a colloqui al
sense.

DR. KATZ: So, your answer is also no to
Dr. Dworkin?

DR SHAFER  Yes.

DR. DWORKIN: Can we ask the Division
whet her potency is being used in a colloquial sense
or in a pharnacol ogi ¢ sense in this question?

DR KATZ: Yes, you can

DR. DWORKIN: Thank you

DR. RAPPAPORT: Thank you. This question
refers to the use of the high dosage,
ext ended-rel ease opiate products that are under
di scussion as a general topic of the neeting.

DR. KATZ: Maybe | can clarify that.
Correct me if | amwong, | think the question was
worded this way because that is what we are here to
meet about and it doesn't in any way nmean to
exclude other forns of opioids or get into the

i ssue of whether the practice standards m ght be
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different. |s that fair enough?

DR. RAPPAPORT: Yes, although we woul d
like to have sone focus on that particular group of
drugs as it applies to this nmeeting and also as it
applies today to the ensuing discussion of
Pal | adone.

DR KATZ: Yes, | think what we are
hearing, so far anyway, fromthe group is that the
practicing patterns and standards are the sane
regardl ess whether the opioid is nore or |ess
potent or nodified rel ease or not nodified rel ease,
if | amhearing the commttee correctly. Does

anybody think | am hearing wong? Dr. Bril?

DR. BRIL: M/ comment was nore in the form

of a question to individuals running pain clinics;
as | say, | run a nore general clinic. This
applies to opiate therapy and disclosure with the
patient and exactly how the therapy is phrased to
the patient. | think it is inportant, in chronic
pain particularly, that the patient really be aware
of the class of drug they are taking. | nean,
opiate may mean a lot to us and so may pain killer
but to the patient | think even being very bl unt
and telling themthey are taking a narcotic, with

all the inplications that has, is sonething that
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may be consi dered because a | ot of patients won't
really know what you mean if you just say opiate
and if you say pain killer, there are so many it is
a non-specific term

So, for me, when | start a patient on
this, because there is no definitive way that |
have of knowi ng who would be addicted, if | select
the patient and think that they are safe candi dates
for this kind of therapy | do warn them about the
class of drug | amusing with them | just think
that caution and full disclosure in a way that
patients will truly understand are necessary.

DR KATZ: So, you are suggesting that in
prescribing these nmedications to patients, just
calling thempain killers w thout being nore
specific about their class and their potential risk
is not sufficient.

DR BRIL: True. | mean, a nonsteroida
is apain killer, or aspirinis a pain killer if we
use it in certain ways, which are quite different
fromopiates. And, using the word opiate isn't
necessarily enough either, although you night think
it is.

DR LEIDERMAN: First a conment and then a

question. | think that it is inmportant when we
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tal k about pharmacol ogi ¢ potency to think about the
mul titude of effects that drugs have, and

equi anal gesi a does not necessarily equate to equa
effects in terns of psychic effect, euphorigenesis,
reinforcing effects. W will come back to that
with sone data to be presented later this norning,
but that is a part of the very conpl ex concept of
potency and | think that that is part of what we
mean.

The question part, | would ask the pain
doctors here, | mean, do you prescribe Dilaudid in
the sane way that you prescribe a codeine 30 ng? |
woul d suggest not and it doesn't have to do just
with the different dosage strengths available. So,
that is sort of ny coment.

My question is about sonething touched
upon yesterday that | would Iike to have a little
bit nore input on. Wat does the conmittee think
is the role of physician-patient care contracts in
the context of chronic, non-malignant pain
treatment with high dose opiates?

DR KATZ: Let's leave that question in
the air. | want to nmake sure that | amnot m ssing
people who are on Iine for comments. Dr. Gllett,

you are next.
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DR. G LLETT: Wen you are a layman this
whol e business of indication is a very difficult
proposition. After you have questioned your
patient and di scussed their addiction, what choices
do you have? Do you withhold froma patient who
has gotten squanopus cell carcinoma as a consequence
of al coholisn? You are going to withhold a pain
killer like one of these nedications during
radi ation therapy when they el ect not to have
surgery because their physician had a TV show and
testified in court about drug addiction and al coho
and drug-driving cases? 1In other words, a friend
of ours down in Greenville, South Carolina is faced
with this and he receives OxyContin.

DR KATZ: It sounds |ike you are agreeing
with Dr. Baxter that one needs to do a risk
assessnent and that sone patients may be at higher
risk for conplications, but that doesn't
necessarily equate with w thhol ding therapy. Mybe
what we will get to in some point of our discussion
is, well, what does that equate to? Wat does one
do in that situation? Let's see, Dr. Skipper, you
wer e next.

DR SKIPPER  Because we are here

primarily, in nmy view, to tal k about the risk of
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these drugs and the primary risk that we are
concerned about is the spiking epidem c abuse and
the recruitnent of new addicts who take these
drugs, some of whomdie from overdose, going back
to the end of the day yesterday when you asked
about mld, noderate or severe and | was | ooking
toward possibly encouragi ng a change in that
term nol ogy, which | have now deci ded maybe to give
up on, | would subsequently like to see nore of a
nmove toward restricting the use for severe pain, if
we define severe pain as significant inpairment of
function, because | think we need to decrease the
anount of these drugs on the market because that
wi || decrease the epidem c of abuse.

DR KATZ: Wbn't you expand then on how
you woul d propose inplenenting that sort of an
appr oach?

DR SKIPPER: Well, | would suggest that
the package insert say that these drugs, these
pot ent extended- rel ease opioids be used for severe
pai n, and then define severe pain as significant
decrease in function associated with pain.

DR. KATZ: O course, we have an anbiguity
because nobst practitioners/researchers use the term

nmld, noderate and severe as a neasure of pain
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1 intensity on sone sort of scale, so you would

2 introduce the termbut then redefine it in a way

3 different fromits customary use, focusing nore on

4 inmpact. But | still would, you know, be interested

5 in hearing you expand nmore on this notion of inpact

6 on function as being a marker of the inportance of

7 the di sease to the patient and the inportance of

8 treating it aggressively.

9 DR SKIPPER: Well, as | said yesterday,
10 think the way we nonitor whether these drugs are
11 effective is by looking to see if function
12 improves. If function is not inpaired, then | am
13 not sure they should be used. So, | would like to
14 see novenent towards some kind of policy that
15 function be assessed. Because that was not
16 received well, then | amthinking that to redefine
17 mld, noderate and severe so that that it be
18 associated with significant decrease in function
19 may restrict to sone degree the use of these, which
20 woul d decrease the probl em of substance abuse.

21 DR KATZ: So, just to clarify what you
22 are saying, it sounds like--correct me if | am

23 wong--is that even somebody whose pain intensity
24 | evel was rated using the word noderate but, yet,

25 that pain still had an inpact on that patient's
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ability to function they would be a candi date for
opi ate therapy in your mnd because they would be
recl assified as severe based on your inpact
definition.

DR. SKIPPER: | guess that is correct.

DR KATZ: Thank you. Dr. Craulo, you
wer e next.

DR CIRAULO Yes, Dr. Leiderman had
addressed sone of the issues that | wanted to raise
but I wanted to go back to the issue of potency.
think that what we are really tal king about is
abuse, liability and concerns about that and
think that, yes, it is correct that nost of the
drugs we are tal king about are full mu agoni sts.

We al so have to think about the pharmacokinetics of
these drugs. |If you |ook at abuse liability across
subst ances of abuse, you know the drugs that are
nore rapidly absorbed and reach hi gher peaks are
subject to greater abuse liability.

I think there are differences anong the
opioids. Certainly, in the days when | did
physi ci an managenent of addicted physicians there
were patterns. There were certain drugs that were
preferred, and | think they correspond with a | ot

of the PK of the full nu agonists and | think we
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have to keep that in nmind as we | ook at the data.

I just wanted to add that | certainly
support the use of these drugs in recovered
subst ance abusers. | think you should do an
assessnent. You will nake m stakes. | want to
enphasi ze that when m stakes are nmade peopl e shoul d
not be prosecuted for these mistakes; this is going
to be part of the practice, but denying substance
abusers who are in stable recovery adequate pain
managenent i s inappropriate.

DR. KATZ: So, you are then joining those
who have said that while risk assessnment, including
a substance abuse history, is inportant. That
doesn't mean that the patient should necessarily be
excluded fromopioid therapy as a result of that
assessnent. So, what are the inplications then for
the use of opioids in such patients? If we are
taking their history and identifying their risk
| evel are there any inplications for managenent ?

DR. CIRAULO Yes, definitely. | think
you have to step up surveillance. | realize that
this would be a problemin sone rural areas, and
don't work in a rural area so | don't have specific
suggestions for that, but in areas where there are

specialists | think with nore frequent visits, good
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contact with pharnmacy, single-source prescribing,
and a lot of the things that we can do to nonitor
we can build in good surveillance prograns so that
even if a substance abuser does end up having any
problenms initially, | think it is inappropriate to
say, "okay, you're out." | think there should be
an algorithmto step up the surveillance.

DR. KATZ: So, you are saying that
patients who are identified as being at higher
risk, even if they are prescribed opioid therapy,
need to be prescribed it in a different sort of
program t han sonebody without those red flags for
risk.

DR. CIRAULO Exactly. Wat we have done
in the past--and | am not saying we want to do this
in the future but in the past we have put such
patients in nethadone clinics. | amnot sure

woul d do that now, | think there are better ways to

do it.
DR. KATZ: Thank you. Next was Dr. Strom
DR, STROM A couple of related conments.
I ama general internist; | amnot a pain expert

and | certainly have no problemw th the clinica
recomendations | am hearing and referring ny pain

patients to coll eagues. But as an epi dem ol ogi st,
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my role is to be a curnmudgeon, and part of ny
concern about what | amhearing is that | would ask
my fellow commttee nenbers to differentiate when
what you are saying is based on data versus when it
is based on opinion. It is not clear to ne
virtually any of this is based on data and | think
it is inportant we nake that clear when we give
this advice to FDA because FDA is a science-based
agency and needs to make its decisions according to
that, and that ranges fromclinical reconmendations
to recommendati ons about risk assessnment to try to
predi ct addiction and thinking we really have the
ability to do that to recomendati ons about even
restricting use and that that would in any way
af fect the anmount of addiction in society. | am
not sure we have heard the data to underlie any of
t hat .

DR KATZ: Thank you. | think that is a
very inmportant point and | want to get back to it
but first Dr. Jenkins.

DR JENKINS: | would like to offer the
conmittee sonme clarification on what the intent was
of this question because | think you are verging
into a much nore general discussion about the role

of opioids in treatnent of pain. W were really
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focused on what is the role of sustained- rel ease
or nodified-rel ease opioids in the treatnent of
chronic pain. There have been sonme, for exanple,
who have argued that these products are sinply
conveni ent dosage forms and, therefore, the abuse
liability and the abuse potential and the actua
abuse we have seen negates the val ue of these
products to the patients. So, our focus of this
question was not to get into a general discussion
of when should you use opioids in the treatnent of
chronic pain. It was nore to ask you to talk to us
about the role of sustained- or nodified-rel ease
opioids in the treatnment of chronic pain. So,
hopeful Iy, that can help you focus your discussion
so that we can get back fromyou all that we are

| ooki ng for.

DR. KATZ: Thank you for that
clarification. Let's then |ook at the discussion
in a different way and open up the floor for
comrents on the particular role of nodified-rel ease
opi oids in the opioid nanagenent of patients with
chronic pain.

Actually, as long as we are pausing for a
monent, Dr. Leiderman did put this question in the

air about the use of patient care agreenents. So,
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in light of this refocused discussion, does anybody
have any comments on patient care agreenents? o
ahead, Dr. Rose.

DR ROSE: | get to look at liability
i nsurance clainms and sonetimes | see
anest hesi ol ogi sts or other physicians who have had
probl ens where there are not contracts. | can see
situations where had this physician used a contract
and insisted that the patient conply we woul dn't
have the problems. | amvery nuch in favor of
physi ci an and patient contracts.

DR KATZ: For nedical-legal reasons, it
sounds |ike you are saying.

DR. RCSE: Yes, for nedical -1egal reasons
and also | think it hel ps the physician to help the
patient. | think that contracts are very, very
i mport ant.

I would li ke to nake a comment about this
i ssue of the concept of sustained release. The
concept of sustained release | think is great. |If
we were tal king about a drug for sustained-rel ease
managenment of hypertension | think all of us around
the table would think that is great because if you
want soneone to take a pill four times a day to

manage their hypertension, that is a problem
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because it is just hard to do. The issue here is
sustai ned rel ease for opioids, and then the reason
why we are looking at that in a nore focused way is
because of the problem of abuse and inappropriate
use of the drugs. So, | think that really our
focus needs to be on how can we handl e that abuse
because underlying it all | think nmost of us would
agree that sustained release anything is a good

i dea because it helps in better patient care.

DR. KATZ: Dr. Kahana?

DR. KAHANA: | would like to reiterate
froma non-epidem ol ogi st what Dr. Strom had said
because | feel like | amin a very awkward position
of trying to come up with reconmendations with
remarkably little real data. | guess the question
I would have is would we be better off trying to
define the patients who are not good candi dates for
these drugs rather than the ones who are, and to
define a subset of patients who m ght be better off
referred to people who are specialists, either by
direct referral or by telecommunication. W
certainly have the ability to enconpass an enor nous
geographic area with expertise, if not by direct
patient contact at |east by telecomrunication with

sonmeone who is an expert. Could we not provide a
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mappi ng system for people who woul d have the
ability to access the experts in this kind of drug
di spensi ng? Because the restriction of this class
of drugs to those who really have chronic and
sustai ned pain, malignant or non-malignant in its
origin, I think would be a real serious error based
on at |east the data we have seen, which would |ead
me to believe that 50 percent of perioperative
patients are getting the sustained-rel ease
preparations which, | nmust say, | ama little
skeptical to believe. So, even the data | think we
have seen is questionable at best.

DR KATZ: Yes, Dr. Ciraul 0?

DR. CIRAULG Since you have redirected
that, | would Iike to re-approach the issue of the
addi cted patient. | have two coments and
questions. One is if we believe--and this is a
question--if we believe that these drugs, these
| ong-term and i nedi at e-rel ease drugs are different
in their abuse liability, if we say the drugs we
are eval uating have hi gher abuse liability, would
the pain people feel confortable saying that this
woul d not be a first-line drug for pain managenent
in someone with a history of substance abuse? That

is part one.
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The second part is if you use these drugs,
do the pain experts have an idea of what the risk
is of creating a new addict in the patients they
treat?

DR. KATZ: That was a conplicated question
and comrent but it sounded |ike the first part of
it was sort of a question about whether the
nmodi fi ed strong-rel ease opi oi ds have a hi gher abuse
liability than the i mredi ate-rel ease opioids. Was
that the first part?

DR CIRAULO Yes, the extended rel ease,
for exanple, can be chewed and has a very high
abuse liability. It wouldn't be a drug that |
woul d be inclined to prescribe for soneone with an
addi ction history.

DR. KATZ: So, maybe the first part of
your question or statement is worth discussing,
which is whether the nodified-rel ease opi oi ds have
a higher abuse liability or risk of harm shoul d
they be abused, or sonething like that. If so,
does that inply sone differentiation in how they
shoul d be used? You are suggesting perhaps in high
risk patients that is one area of differentiation
and naybe there are other areas of differentiation

as well, but it seens like in either case it hinges
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on the notion of whether these medications do have
a hi gher abuse risk than the inmedi ate-rel ease
dosage forns.

DR CIRAULO  Yes

DR. KATZ: Maybe we shoul d di scuss that.
That seens to be a relevant issue to the current
question. Do people have comrents on whether these
nmodi fi ed-rel ease dosage forms have a hi gher abuse
risk than the i mmedi ate- release forms? Dr.
Maxwel | ?

DR. MAXWELL: Well, yesterday we had a
significant anount of data presented show ng
i ncreases in the energency room epi sodes and
treatment admi ssions with the introduction now at
| east of OxyContin. | think some of these
i ncreases are due to that.

VWhat we haven't tal ked about, which
concerns ne, is not the pain patient who, | agree,
needs the nedication but the unintended consequence
of creating another pool of patients who are
addi cted drug users who previously were not
addicted until they used OxyContin. So, | think we
need to | ook at what are the unintended
consequences. It is not just a new and better

medi cation for patients who need it, but we have
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created a whol e new popul ation of users and we are
payi ng the cost because we are now having to
provide drug treatnment to this group. So, there is
anot her aspect to this.

DR. KATZ: So, there is one question in
the air, which is are these nodified-rel ease fornms
a hi gher abuse risk than the other forns? You have
al so echoed another of Dr. G raul o' s questions,
which is what is the incidence of creating new
patients with the di sease of addiction based on
t herapeutic exposure to these drugs? | think both
of you were asking that question and inplying that
these are inportant things we need to know i n order
to create appropriate standards of practice. Dr.
Stronf

DR STROM | think it is inportant,
| ooking at the data that we saw yesterday, that we
realize that alnost all of it was numerator data.
W saw a |l ot of increased abuse, illness,
adm ssions and so on, but the denom nator data were
increasing equally dramatically. There was also a
| ot of increased use of these sustained-rel ease
drugs and it is not at all clear to me fromthe
data that we saw that that indicates a higher abuse

potential. In fact, OxyContin represents a very
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smal | proportion of all of the abuse that is out
there. So, it is inportant to | ook not just at the
nurer ator data but al so denomi nator data before
drawi ng any concl usi ons.

DR. KATZ: Dr. Dworkin?

DR DWORKIN: It seems to ne there is
anot her way of addressing Dr. Jenkins' question in
relation to whether the nodified-rel ease opioids
are associated with greater abuse liability, and
that is whether there are any data in head-to-head
comparisons of nmodified release with i nmedi ate
rel ease to suggest a benefit on any endpoint of the
nodi fied rel ease

| have been perseverating on that issue
because | don't know, other than a kind of broad
overview of the data, the real results. |t seens
to ne those nmust be incredibly difficult studies to
do because if you do it in a doubl e-dunmmy way you
| ose the convenience of the nodified rel ease
because every patient is taking both drugs p.r.n.
or gq.i.d., and if you don't do it in a doubl e-dummy
way and patients and investigators know whet her
they are doing b.i.d. dosing or g4 or g6 dosing, it
is not a double-blind trial. But it seens to ne

that that would be a very inportant set of data to
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know about, if it exists, and if we could get over
t hese net hodol ogi cal issues because | hear your
question as asking are there any benefits in the
literature of nodified rel ease versus what we had
before in 1995. And, | just don't know the answer
to this question but | despair that the studies can
be designed in a way to really answer it.

DR. KATZ: So, you are asking yet a third
question which we are getting on the table. W are
getting all these questions and no answers from
this coomittee. But your third question is what is
the evidence base for the benefit of the
nmodi fi ed-rel ease opi ates over inmredi ate-rel ease
opi ates. Dr. Shafer?

DR SHAFER. Thank you. Let ne just read
here from Ji m Zackney, "Drug and Al coho
Dependence, " 2003, this is a consensus statenent
fromthe Coll ege on Problens of Drug Dependence
At present, it is alnost inpossible to separate the
risk of abuse fromthe therapeutic action of
opi oids. So, hopefully, there is one answer.

By the way, | put the same question to Art
Li pman yesterday, is there any difference between
the therapeutic action in terns of potency and

abuse potential, and he al so said absolutely not.
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So, the answer to that question by two people who
are quite expert and publish here is, no, there is
no difference in abuse potential related to the
mol ecul e per se. Now, there may be differences in
prescribing patterns, variability and things like
this and, you know, street fads but the

phar macol ogi ¢ answer appears to be no.

DR. KATZ: As you said though, that
doesn't really get to the question of if there are
any differences in the abuse liability of the
nmodi fi ed, high potency formul ati ons we are talking
about. It is the nolecule part of the question
that that seens to be addressing.

DR. SHAFER: Interestingly, as you pointed
out, people have associ ated rapi d bl ood-brain
equilibration with abuse potential. People |ike
the sense of giving a drug and, whoosh--you know,
you are high imrediately. | infer fromwhat | have
read about these drugs that they are intended to
get around that, to not have this rapid onset.
Actual ly, they have | ower abuse potential. The
fact that these drugs appear to have been abused
more is inline with their overall properties
rat her than their pharmacokinetic profile suggests,

that there is no difference one way or the other
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Certainly, the benefit that was envisioned for slow
onset was not appreci at ed.

DR KATZ: It is time for our sponsor
presentation but just for me to wap up our
collective wisdomfor the noment, it seens that in
attenpting to discuss the role of nodified-rel ease
opioids as distinct fromother opioids at the
monent we have basically three questions on the
tabl e and we have constant pressure, as we shoul d,
to make sure that our answers are evidence based or
at least that we should understand the difference.

One question is whether the
nmodi fi ed-rel ease opi oi ds have hi gher abuse ri sk,
abuse liability, and | amdeliberately being vague
about what term | use, than the other opioids and
that seens to be still a question on the table
whi ch, hopefully, we can get back to later.

The second question is what is the
i nci dence of new addictions based on nedica
exposure to these nedications, and that remains a
questi on.

The third is an even | arger question
per haps, which is what is the benefit of these
medi cations over previous forns and what is the

evi dence base underlying the notion that there is a
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benefit?

Those are questions that the comm ttee has
not gotten to trying to answer yet. Any FDA
coments prior to noving on to the sponsor
presentati on?

[ No response]

Well, our first presentation then, if
everybody is ready, will be from Dr. David Haddox
who will be speaking with us on Pal |l adone capsul es
for the managenent of persistent noderate to severe
pain in opioid-tolerant patients. Dr. Haddox is a
| ong-standing contributor to this field and is
currently vice president of health policy at Purdue
Pharma L. P.

Sponsor Presentation
Pal | adone Capsul es for the Managenent of Persistent
Moderate to Severe Pain in Opioid-Tolerant Patients

DR. HADDOX: Thank you very nmuch, M.

Chai rman. Menbers of the conmittee, the menbers of
the agency who are here, thank you for the
opportunity to address you this norning.

[Slide]

I want to go over some of the highlights
of our risk managenent program for Pall adone

capsul es and sort of bring to focus sone of the
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i ssues that are in your briefing document. It wll
come as no surprise, given the discussion
yesterday, that we, at Purdue, believe that we have
sone consi derabl e experience in risk managenent
with nodified- release opioids and | would like to
share how our thinking is evolving there.

[Slide]

The speakers in this one-hour session wll
be nyself, Dr. Sidney Schnoll, who is a noted
addi ction expert and researcher, and Dr. Herbert
Kl eber, who is also a noted expert in substance
abuse treatment and research and is also the former
deputy director for Denand Reduction in the Wite
House O fice of National Drug Control Policy.

For those of you who don't know ne, just a

monent about myself. As you can see, | started out
my professional life as a dentist. | then went to
medi cal school. | have done conbined residency in

anest hesi ol ogy and psychiatry with the i dea of
becom ng a pain physician. | have also received
certification in addiction nedicine along the way.
[Slide]
In addition to the three speakers, we have
three of our consultants with us, Dr. Theodore

Cicero, who is vice-chancellor for research at
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Washi ngton University and one of the principal
investigators in our signal detection conponent;
Dr. James Inciardi, fromthe University of
Del aware, also a principal investigator on another
component study; and Dr. Richard Dart, fromthe
Uni versity of Col orado and the Rocky Mountain
Poi son Control and Drug Center, who was anot her
princi pal investigator.

[Slide]

You have been exposed to a | ot of
material. | heard some comrents during the
di scussi on yesterday that it seens to be sonewhat
overwhel ming; | hope you have had your coffee this
morning. | will try to pace you through this and,
hopeful Iy, keep things on track.

| amgoing to nmake a few introductory
comrents and then | amgoing to briefly review
Pal | adone capsul es as a specific drug product for
you, then go through the risk managenent program
hi ghl i ghting our goals and objectives, some of the
el ements, and giving you sone exanpl es of sone of
the tools that we are using. Then Dr. Schnoll wll
talk to you in some detail about the surveillance
conponent, the RADARS systemand, finally, Dr.

Kl eber will end with his observations fromhis
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35-plus years of drug abuse treatnent and drug
control policy, and nmake sone observations for you

[ Slide]

Qur position on risk managenment prograns
for opioid analgesics is that, first and forenost,
they nust protect patients. W nust try to
mtigate the risk of using these nedications in the
speci fied popul ation for the specified indication
We nust al ways bal ance the legitinmate needs of
patients against the risks posed to abusers.

We believe that risk managenent prograns
are needed for all opioid anal gesics. W believe
that they must be consistent within a schedul e of
the control |l ed Substances Act. That is, Schedule
I'l risk managenent prograns shoul d have certain
common el enents and Schedule |11 progranms should
have certain comon el enents

It is extrenmely inportant in contenplating
this, given the environnment into which new opioid
anal gesics will be introduced, that we think about
three distinct popul ations, patients who have a
need for and deserve good pain care; abusers who
need to be prevented, if at all possible, before
they beconme abusers and certainly need treatnent

once they becone abusers; and criminals who prey on
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41
the abusers who need to be stopped.

[Slide]

We further believe that no single group
can inplement an effective risk managenent program
for opioid anal gesics that addresses all three
popul ations. This is a shared responsibility that
requires a multifaceted effort of coordination,
cooperation and consistency fromindustry, from
regul ators at the federal |level and also at the
state level as in licensing boards, and all the
ot her stakehol ders here. Part of what | would Iike
to do in the presentation is show you how we have
wor ked thus far with our ongoing risk managenent
programw th sone of these various stakehol ders.

[Slide]

Now let ne briefly review for you
Pal | adone capsul es.

[Slide]

You have heard the discussion today and
yesterday that oral opioid anal gesics are an
effective therapy for appropriately sel ected
patients; that nodified-rel ease opi oi ds have been
proven safe and effective in those patients.
However, due to variability of response to opioids

and the need for individualized treatnent
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1 strategi es, healthcare professionals need a variety
2 of opioid formul ations.

3 [Slide]

4 Pal | adone capsul es, in our approvable

5 letter of Septenber, 2002, were deened to be safe
6 and effective by the agency. They contain |ots of
7 little hard pellets, each of which has

8 hydr onor phone hydrochl ori de enbedded i n an ext ended
9 release matrix. That is, if you pull a capsule

10 apart and these little pellets fall out, each of

11 those is its own extended rel ease delivery system
12 in contradistinction to OxyContin for instance.

13 Hydr onor phone is a full mu agonist with
14 reported equi anal gesi c potency conpared to

15 nmor phine, ranging from1l:3 to 1:10 by the ora

16 route. There is a great deal of variability. It
17 is formul ated for once-a-day adnministration and it
18 is going to be launched in a variety of strengths

19 to allow easy titration for the physicians.

20 [Slide]

21 The benefits of Pall adone capsul es provide
22 the healthcare professionals with an inportant

23 therapeutic option. It will be the only

24 ext ended-rel ease hydronorphone in this country.

25 The once-a-day adninistration is for the
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conveni ence and conpliance, for instance, the
el derly patient who mght have difficulty
renenberi ng when to take nedications and needs,
like my nmother, to have ny sister call her and say,
"hey, nom did you take your medicines this
nmor ni ng?" For anal gesia she just needs that one
phone call.

It provides a choice anong
ext ended-rel ease opioids. You have heard sone
comments today and pain clinicians on the committee
know t hat when we are treating patients, as | did
for much of nmy professional life, not everyone
responds to everything the same way. W need to
have a |l arge pallet at our disposal to nake sure
that we can optim ze care for a given individual

The contents--as | nentioned before, the
capsul es can be pulled apart and the contents,
little pellets, can be sprinkled on soft food.
Thi nk of the advantage in the case of a person with
swal lowing difficulty, a person with scleroderma
for instance, or a person with esophageal stricture
or radiation results from head and neck surgery,
this is going to be a real advantage for these
peopl e.

And, it may just sinply be the best choice
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for sone patients, as was validated in our clinica
trials where we had a nunber of reports fromthe
investigators saying that this was really the right
drug for that patient.

There is less fluctuation in blood | evels
conpared to i medi at e-rel ease hydr onor phone and
will show you a PK slide.

There is no food of pH effect, which is a
di stinct benefit. W have studied this in cancer
and non-cancer pain in doses ranging from12 to 500
g/ day.

[Slide]

At steady state Palladone, which is in the

yel | ow here, conpared to the equival ent daily dose
of inmedi ate- rel ease hydronorphone given, of
course, several tinmes a day, you see | ower
peak-to-trough variability, essentially a snoother
curve as one woul d expect froma nodified-rel ease
fornmul ati on.

[ Slide]

I now want to talk about the risk
managenment programitself. It is inportant again
to remenber the thesis, that we want to have the
benefits for the intended patient popul ation for

the intended indication bal anced agai nst the risks
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not only for the intended popul ation but also for
t hese uni ntended popul ati ons.

You will also notice as | go through this,
keeping in mind those three groups, patients,
abusers and crimnals, that there are
Pal | adone-specific elenents to this risk managenent
program even though there are al so common el enents
with our OxyContin risk management program because
the common el ements are to address the abusers and
the crinminals because these are systemwi de
probl enms; they are not limted to a single drug or
formul ation. The Pall adone-specific el enents are
to address the intended population for this
particul ar formul ation.

[ Slide]

As was nentioned yesterday,

Research! Anerica has cone up with a pool very
recently showi ng that despite the fact that we are
in the congressionally deterni ned decade of pain
control and research, if you |l ook systematically at
the surveys of pain preval ence, particularly
under-treatnent of pain in this country, not much
has changed in the last 15 years. Yet, while
Pal | adone will be one of the tools to hel p neet

this need in appropriately selected patients, it
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will be entering into an environnent that we have
al ready heard a | ot about yesterday.

[Slide]

These are the nunber of new or first time
non- nedi cal users of pain medicines. You can see
here that from 1980, just in five-year increnents,
there was a significant problemin the '80s, that
the probl em doubl ed between '90 and ' 95 and doubl ed
agai n between ' 95 and 2000.

[Slide]

It is also known fromthese data that, if
you | ook, there is not one single opioid that seens
to be the problem or even one single fornulation
of the branded hydrocodones conpared to other
hydr ocodones.

[Slide]

It is also critical, when you are | ooking
at these data in your briefing docunent, to nmake
sure that you follow the sonewhat peculiar or at
| east particular way that these data are presented
and that lifetime prevalence is in response to the
question "have you ever, even once in your lifetine
used a drug that was not indicated for you or
wasn't prescribed for you or for the feeling it

caused?" "Past year" gives you an exanple of sort
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of point preval ence over a year and "past nonth" is
defined or is thought to be the proxy for current
use. So, these are very different figures and
just want to call that to your attention because it
is easy to get lost in these data.

[ Slide]

As part of our risk management program in
addition to review ng these various surveys, we
have al so done sone anal ysis where we asked for
specific data runs. | just want to share with you
this anal ysis | ooking at the people who adnmitted to
any |lifetinme non-nedical use of hydronorphone

conpared to those who said, "no, |'ve never
non- nedi cal |y used hydronor phone. "

What you see here on three paraneters over
three years, '99 to 2001, is the percent using
mul tiple prescription anal gesi cs non-nmnedi cal l y--and
multiple neans two or nore--is about twice that in
the group who admit to non-nedical use of
hydr onor phone than those who do not adnmit to that
use. Likew se, the percent using cocaine or heroin
is about twice as many. |If you |look at the percent
using needles, it is about 12 times as many people

who say that they have any lifetinme use of

hydr onor phone adnmit to needl e use as opposed to
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those who do not have any lifetinme use of
hydr onor phone.

| believe that this is describing a
di stinct population that is very different fromthe
patients that nost of us are treating in a pain
setting. These are people that are hard core drug
abusers.

[Slide]

Let's tal k about the pharnmacol ogi ca
consi derations for abuse liability of
hydr onor phone. When you | ook at the
phar macol ogi cal profile, the propensity to induce
tol erance, the propensity to devel op physica
dependence, it | ooks |ike norphine. When you | ook
at the human and ani mal abuse liability studies,
hydr onor phone | ooks |i ke nmorphine. There is no
evidence in the scientific literature of
differential abuse liability anbng full nu agonists
and potency. As has been discussed this norning
and a little bit yesterday, it is really irrel evant
to abuse liability because the abuser will take the
dose that they want, whether they take a little or
whet her they take a |ot.

[Slide]

Speci fical ly hydronorphone abuse
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liability, if you ook in patients there is really
no evidence in the literature of differential abuse
liability conpared to other full nmu agonists. |If
you | ook in the abusing population there is no
evi dence of greater abuse liability conpared with
nmor phine. In fact, Preston and Jasinski, in a 1991
review article of this literature, stated "in all
of the studies the profile of subjective effects of
hydr onor phone were sinmlar to those previously
reported for nmorphine." O course, hydronorphone
is a full mu agonist and in the abuse setting has
all the risks of abusing any other full nmu agonist,
especially the risk of overdose and particularly
when the abuse involved nultiple drugs.

When studying drug abuse deaths it is
i nperative to renmenber the caveat in the DAWN
medi cal examiner's report that states "when
multiple drugs are involved in a single case, the
cause of death cannot be attributed to any
particul ar substance."

As our recent study in the Journal of
Anal ytic Toxicology earlier this year showed, in
919 drug abuse deat hs where oxycodone was det ect ed,
96.7 of theminvolved multiple drugs, with a nean

of 4.5 drugs of use per decedent and a range of
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1-14 drugs.

[ Slide]

These data are conbined fromtwo separate
studi es that we have done. One was an intravenous
study and one was oral immedi ate-rel ease
hydr onor phone si ngl e dose versus Pal | adone single
dose. For the imedi ate rel ease study, | want to
call your attention to this, this part of the curve
is missing. That is because in this particular
study design, because of what we were | ooking for,
the data point was at 30 minutes so, obviously,
this peak was much higher in the first few m nutes
but that is why the data point starts right there.
This is the i mMmediate-rel ease and this is the
ext ended-r el ease hydr onor phone.

[Slide]

In the risk managenent program our goals
are basically three: to ensure proper use, that is
the patient population; to reduce abuse in the
abusers and potential abusers; and to ninimze
diversion and the attendant crimnal activities
that go along with that.

[ Slide]

I would Iike to review for you the

obj ectives of each of those goals. To ensure

file:///IC|/Daily/0910anes.txt (50 of 357) [9/17/03 9:51:23 AM]



file://IC|/Daily/0910anes.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

51
proper use, proper patient selection is one of the
key objectives. We want to nake sure that
physi ci ans know who is right for this drug and who
is not. Once they have nade the sel ection, we al so
want to know that they actually know how to use the
drug, and we want to nmake sure that they know how
to prevent unintentional exposure.

[ Slide]

As far as reduci ng abuse, we are invol ved
in a nunber of community-based interventions, which
I will share with you, and heal t hcare professiona
education. W need to make sure that our
heal t hcare col | eagues understand the signs,
symptons and indi cators of abuse and how to assess
for abuse before putting a person on this
medi cati on.

[ Slide]

To minimze diversion we are supporting
| aw enforcenent in some ways that | will give you
some exanples of. W have a very active supply
chain integrity programto ensure that the program
integrity is what is supposed to be as it |eaves us
and goes to the distributor. Again, healthcare
education to help the healthcare individuals who

are prescribing and di spensing these nedici nes
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under stand what the crinmnal elenment is up to so
that they can, hopefully, not fall victimto the
scans.

[Slide]

These are sone of the key el enments of the
ri sk managenent program You have heard about
Schedule Il restrictions. | have mentioned briefly
the supply chain integrity. Because this is a
public hearing | don't want to talk in any nore
detail about that because | really don't want to
tell people howto try and conprom se our supply
chain integrity.

[Slide]

So, let's focus on comunication of key
safety nmessages. There are a nunber of things that
I want to highlight for you in this regard--

[Slide]

--the package insert for the prescriber or
di spenser, the patient package insert for the
patient or caregiver, medical comunications that
are outside the package insert and our pronotiona
activities.

[Slide]

Let's focus on the proposed package

insert. These are sonme of the key elenents in it.
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Again, in the interest of time | amjust going to
hi ghli ght three. You heard about the ClI

desi gnation yesterday; you know what that invol ves.
I want to wal k you through the boxed warning that
we have proposed to the agency because | think this
is the first thing the practitioner is going to
see; this will be in the ads, etc.

[ Slide]

Pal | adone, or hydronor phone hydrochl ori de
ext ended-rel ease, capsules are indicated for the
managenent of persistent noderate to severe pain in
patients requiring continuous around-the-clock
opi oi d anal gesia for an extended period of tine.
Pal | adone capsul es should only be used in patients
who are already receiving opioid therapy and who
require and can tolerate a mininmnumtotal daily dose
equi valent to 12 ng of oral hydronorphone.

Thus, the practitioner has to neet a

four-tailed test for the appropriate indication for
Pal | adone. The pain nust be nobderate to severe.
It must require continuous around-the-clock opioid
anal gesi a because there are noderate pains that nmay
not require that. And, it rmust require that for an
extended period of tinme, and the patient nust be

able to tolerate and require 12 ng m ni mum of

file:///IC|/Daily/0910anes.txt (53 of 357) [9/17/03 9:51:23 AM]

53



file://IC|/Daily/0910anes.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

hydr onor phone.

[ Slide]

The boxed warning goes further to say that
Pal | adone capsul es are not intended to be used on
an as needed basis or as the first opioid product
prescribed for a patient.

Pal | adone capsules are only for use in
opi oid-tol erant patients. Therefore, they cannot
be the first opioid product prescribed for a
patient. Use in non-opioid-tolerant patients nmay
lead to fatal respiratory depression. This is very
clear, right up front.

We also go on to state that Pall adone
capsul es contain an opioid agonist that is a
Schedul e Il controlled substance with high
potential for abuse, similar to norphine,
oxycodone, oxynorphone, fentanyl and methadone. In
addition, the high drug content in the
ext ended-rel ease formul ation may add to the risk of
adverse out conmes from abuse

[ Slide]

We then go on to tell the prescriber or
di spenser that Palladone can be abused in a manner
simlar to other opioid agonists, legal or illicit.

Thi s shoul d be consi dered when prescribing or
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di spensi ng Pal | adone in situations where the
physi ci an or pharmaci st is concerned about
i ncreased risk of misuse, abuse or diversion

Lastly, the adnonition against
comprom sing the delivery system taking chewed,

di ssol ved, or crushed Pal |l adone capsules or its
contents can lead to the rapid rel ease and
absorption of a potentially fatal dose of

hydr onor phone.

[Slide]

In the indications and usage section we
reiterate the fact that it is not to be used as a
first opioid or on a p.r.n. basis and we enphasize
the need for physicians to individualize therapy in
every single case.

[Slide]

Let's talk briefly about the nmessages in
the proposed patient package insert. Again, the
adnoni ti on about intentional or unintentiona
comprom sing of the formul ati on, keeping Pal | adone
away fromchildren to avoid unintentiona
exposures; letting patients know right up front
that this is an opioid or narcotic pain nedicine;
|l etting them know that these are not for as needed

use; and cautioning themto prevent against theft
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and ni suse.

[ Slide]

Qur medi cal comuni cations--we have a
singl e tel ephone nunber, staffed around the cl ock
by trained healthcare professionals to provide
product information for other healthcare
prof essionals, to receive adverse event information
and put that into our pharmacovigilance system and
to address product inquiries and conpl aints.

[Slide]

Let's tal k about the promotion. W have
had di scussions with various groups and individual s
and we have decided that we woul d | aunch Pal | adone
in a phased manner. It will initially be pronoted
by a subset of the sales force to a limted group
of healthcare professionals for approximtely four
months. During that tine there will be an ongoi ng
eval uati on of pronotional nmessage retention and
under st andi ng by heal t hcare professionals by an
i ndependent third party that we will contract with.
Based on what we find fromthat, the introduction
of the drug will gradually be expanded based on
that experience and any nodifications that derive
fromthat experience.

[Slide]
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What will we be looking for? W will be
| ooking for the evaluation of messages;
under st andi ng patient selection criteria, did the
practitioner get who is an appropriate candi date
for Palladone or not? Understandi ng dosage and
adm nistration, did they understand this is not a
p.r.n. drug; this is not the first opioid and
things of that nature? Understanding what ClI
desi gnation means and understandi ng how to
recogni ze abuse and institute practices and
procedures in their practice to mninze diversion

[ Slide]

In sunmary, our phased | aunch program we
believe, will help ensure that healthcare
prof essi onal s understand our nessages. It will
enhance the quality of our pronotional activities,
and we believe that this current environnent
dictates that all future approvals for Cll opioid
anal gesi ¢cs shoul d be launched in this nanner.

[ Slide]

I want to briefly go over a few exanpl es
of interventions that we have done of educationa
nature, conmunity outreach nature and | aw
enf orcement support.

[Slide]
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Heal thcare practitioners learn by a
variety of ways. Therefore, we have a variety of
tools available to help them|earn, including
tel econferences and distance |earning for the rural
practitioner who may not be able to | eave her
practice to get to a CME event sonewhere. W al so
circulate guidelines fromthe federation of state
medi cal boards and fromindividual state nedica
boards in those states to help practitioners do a
better job of conplying with prevailing rules.

[ Slide]

Here is an exanple of another intervention
that we did. The need was this, practitioners were
telling us "I want to use urine testing in mny
practice to screen for illicit substances and al so
to ensure adherence to the treatnent plan but, you
know, this stuff is not in a textbook anywhere;
it's not in one place." W nade a grant to the
California Acadeny of Fanmily Practitioners. They
put together family physicians; they put together a
group of experts and assenbl ed this nonograph

What were the results of this? By request
we have now di stributed over 100, 000 copies of
this, not to nention the downl oads fromthe

California Acadeny's web site and this is, in fact,
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our nost requested piece of enduring material. It
has such pearls that one might not find in there
that, for instance, hydronorphone is an active

met abol i te of hydrocodone. Many physicians don't
know that in a clinical setting if you have a

pati ent on hydrocodone and you order a GC nass spec
of their urine and hydronorphone cones back you

m ght msinterpret those results and think that
they are being non-conpliant when, in fact, you are
gi vi ng them hydr onor phone; you are giving it to
themin the formof a hydrocodone.

Li kewi se, in a nedical exam ner setting
this is inportant because in a postnortem assay, if
you get hydronorphone, you might attribute the
death to hydronorphone when, in fact, hydrocodone
was the cause.

[Slide]

Slide kits of lawful prescribing, what are
the principles of lawmful prescribing and how do you
prevent diversion, a very popular thing. Here,
again, with an external advisory board of experts
we have produced over 10,000 of these.

Then in our second edition, which is shown
here and copies of these are available if you w sh

to receive themfromthe secretary of the
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committee, we revised it with i mages based on

f eedback fromthe physicians--"gee, | want to know
what track nmarks actually look like." So, we now
have pictures of track marks and ski n-poppi ng
scars.

[Slide]

What was the need here? M. Joranson
tal ked about this yesterday to sone extent, a joint
programw th the National Association of Chain Drug
Stores, NADD, National Association of Drug
Di version Investigators and the Pharmaceuti cal
Security Institute where there is an internet
cl eari nghouse where police officers and pharmacists
can go and find out about pharnacy robberies one by
one to conpare M and patterns and, hopefully,
spot the patterns and stop the perpetrators.

[Slide]

Tent cards with the DAMMADDs and MAAD nons
agai nst drug dealers. W have provided seed nobney
for their web side, tent cards with a phone numnber
and the URL that are placed in pharnacies. Wat
are the results of this intervention? To date, 21
convi ctions of pharmacy robbers.

[Slide]

Law enforcenment support, the need--1aw
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enforcenment said, "gee if we stop sonmeone on the
street and we see a bunch of pills in the car we
don't know if they're blood pressure pills or
asthma pills or sonething they shouldn't have."

So, we were approached by NADDI and we gave them a
grant. They have now distributed over 100, 000 of
these photo I D cards, and Commander John Burke who,
by way of disclosure, is a consultant for us, said
"these brochures were one of the hottest projects
we' ve ever done."

[ Slide]

The need--how to stop altered, forged and
counterfeited prescriptions. The
solution--security paper. This paper has a number
of security features, including "void" appearing,
as you can see faintly here. It shows up better in
real life; it doesn't project well but no matter
what you have your scanner set on or your
phot ocopi es set on, you are going to get a line of
"voi d" across there. It is also watermark paper.
It is also sort of a water colored pattern |like
your checks so if you try to snmudge or alter a
prescription it will be very obvious. W have now
been distributing these free of charge.

The results of this--a |lot of physicians
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are using them and, secondly, a nunber of states
have now reconmended this to physicians. Sone
states are contenplating naking it nandatory.

[Slide]

Public service ads, the Househol d Survey
data and also alerting parents to the fact that,
you know, kids find drugs in |lots of places and the
street is not the only place. Know what is in your
nmedi ci ne chest.

[Slide]

Communities that Care is a structured
pl anni ng systemthat is based on 20-plus years of
NI H-f unded science research that provides strategic
consul tation; working with comunities to provide
an integrated approach to dimnish these kinds of
probl em behavi ors in conmunities. The reason is
that research has shown that these are linked. If
you just go after teen pregnancy and that is al
you do, you are not likely going to make a dent if
there is violence in the school, high dropouts,
etc. Likew se for drug abuse. The CTC program
which Mchelle Ridge, TomRidge's wife is the
nati onal spokesperson for, is working with this and
we are supporting this in a nunber of communities

ri ght now.
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[Slide]

The need--young people. The Househol d
Survey data showed that the 12-17 denobgraphic are
the ones who are the nost frequent new initiates of
pai n reliever non-medi cal use. Targeting middle
school students, the strategy was to make these
so-cal l ed "tweens" feel sorry for people who abuse
prescription drugs because they have no
sel f-respect and dignity. The key nessage is if
you abuse prescription drugs you will |ose your
dignity; trying to resonate to what is inportant to
this denographic, if you use drugs you are not coo
anynor e.

[Slide]

We have done it in a way that resonates,
this sort of gross-out hunor: "picking your nose at

I unch does not count as dessert" and "spastic
shaki ng caused by prescription drug use is
creepy"--painfully obvious is the conclusion, hence
the tag line for the program W have a web site.
There have been over 300,000 hits on this web site
and over 4,000 copies of this naterial downl oaded
in addition to the ones we have distributed in hard

copy form

[Slide]
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Does this work? W are not really sure
but there was | ast week, at the Househol d Survey
press conference, an encouragi ng comment by John
Walters, the current director of ONDCP, that said
that the data suggest that youth who have heard
anti-drug abuse nessages have | ower rates of abuse
than those who have not heard the nessages--not a
huge difference but if ny kids are in the 11.3
percent, that is where | want themto be.

[Slide]

Multi-faceted surveillance, this is a key
tenet of any risk managenent program You have
heard thi ngs about that.

[ Slide]

Again, nonitoring for patient safety,
pharmacovi gi |l ance, including a structured, regular
ongoi ng review of scientific literature; nonitoring
for other populations |I nentioned; nationa
surveys, as | have nentioned, the ones we have
| ooked at and it is not passive nonitoring, as
have shown you fromthe special data we have from
t he Househol d Survey; also nmonitoring the future.
Sone of our consultants nmet with the people who do
monitoring in the future and actually got themto

nmodi fy this high school -based survey to include
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i ssues about prescription drug abuse and renove
things that probably didn't have very hi gh abuse
preval ence, such as | audanum

Medi a surveillance--we have an active
sampl e through one of the clipping services where
we | ook at nedia surveillance to find out if there
are reports of abuse or diversion around the
country.

Then, the RADARS system This is an
evolving systembut it is innovative. W are very
excited about it. W think we have sone very good
data. O course, we fine-tune as we go al ong, but
I think it is sonething that you will find
interesting and for that | would like to introduce
my col |l eague, Dr. Schnoll.

RADARS Surveillance System

DR. SCHNOLL: Thank you very nuch.

[Slide]

| amgoing to be talking to you this
mor ni ng about the RADARS systemand | would like to
reiterate sonething that Dr. Haddox said to you
al ready, that this is an evolving system As you
heard yesterday fromDr. Wnchell, there are no
gui deposts for howto run this type of

surveillance; there are no data out there. W have
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sone clues fromresearch that has been done in the
surveillance of altramand Meridia but we felt we
had to expand this system You will be seeing sone
data today that were sent to the FDA but they have
not had the opportunity to comrent on those data at
this tinme.

[Slide]

We had picked up the nedia indicating that

OxyContin abuse was beconing a public health
concern. W recognized that we did not have the
expertise to deal with this on our own and so we
put together a panel of outside experts to assist
us in dealing with this situation. This externa
panel, the external advisory board, was forned in
June of 2001, and part of what they did was to
revi ew exi sting databases. They recogni zed from
these reviews that the data in these databases was
often not tinely, being published or presented
sonetines a year or nore after the data had been
coll ected, and the data were not necessarily
geographically specific. Wat we were hearing and
seeing was that the problens of prescription drug
abuse were not uniformnationally but seenmed to
have specific target areas around the country.

So, the programs that were devel oped in
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RADARS wer e devel oped to provide geographically
specific and timely data. The question came up
yest erday about whet her or not these data were
presented to the FDA, and | would like to nmention
that on June 23 we had a nmeeting with the FDA to
present RADARS data and the FDA, and ot her federa
agencies, do neet with the external advisory board
on a quarterly basis to review what i s happening
with the RADARS system

[Slide]

These are the nenbers of our externa
advi sory board. As you can see, there are nmany
wel | - known researchers in addiction, people who are
in policy positions regarding prescription prograns
and | aw enf orcenent.

[Slide]

The goal s of the RADARS system are
primarily to study the nature and extent of abuse
and diversion of schedul ed prescription opioids,
and you see the drugs that we are studying here.
These are mmjor and inportant Schedule Il and I
prescription opioids. 1In addition, the goal of the
ext ernal advisory board and the RADARS systemis to
devel op and suggest to Purdue interventions to

reduce both diversion and abuse.
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[Slide]

The obj ectives are to proactively collect
timely and geographically specific data on the
abuse and diversion of the drugs you have
previ ously seen.

In addition, as has cone up here al ready
by Dr. Stromthis nmorning, there is a need to
devel op rates and we need to devel op these rates
both on a national and a |local |evel because, as
menti oned, problens do not exist uniformy across
the United States.

In addition, we have to devel op
interventions and these interventions are suggested
at times by the EAB and are done in collaboration
with Purdue to reduce the diversion and to nonitor
the outcones of these interventions.

In addition, we review existing databases,
such as you have seen with the National Survey of
Drug Use and Health, to do some other anal yses of
these databases and review the literature to | ook
at new data as they are enmerging. W see what we
are doing with RADARS as conplenentary to these
exi sting prograns.

[ Slide]

There are several levels of activity

file:///C|/Daily/0910anes.txt (68 of 357) [9/17/03 9:51:23 AM]

68



file://IC|/Daily/0910anes.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

i nvolved in the RADARS system Signhal detection is
the first one we do, and | am going to go over somne
of the data from our signal detection systens.

From si gnal detection the data are then
taken and nmerged and they are sent to the Johns
Hopki ns University where relative rate
determinations are done, and | will discuss that a
little further later on.

When we receive a signal that we feel is
at a level that requires sonething to be done, we
go in and investigate that signal and do
verification as to what that signal nmeans. W nmay
get data from other sources at Purdue which wll
I aunch a signal verification

The three bottomitens, the focused
studi es, interventions and outcones, will depend on
what happens with that signal verification and so
don't al ways occur.

[Slide]

The signal detection conmponent functions
as an early warning system As | have nentioned
al ready, the data are tinely and you will see that
as we already have second quarter data from 2003
They are geographically sensitive and we can break

the data down to the first three digits of the zip
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code. This nmakes it very useful for nonitoring
| ocal i zed out breaks of an event that may occur wth
a newy approved drug. The threshold we have set
for signal verification is five or greater cases
per 100, 000 population in that three-digit zip
code. We feel that that is a very sensitive |eve
and this nay be froma single detection study or
froma combination of all of the signal detection
st udi es.

[Slide]

The signal detection studies are funded by
Purdue. The studies, as you will see, are
conducted at mmjor universities under the direction
of a principal investigator, and the data are
i ndependent|ly housed at those universities and
reported to the external advisory board and Purdue
on a quarterly basis.

[Slide]

Through the signal detection studies we
have covered a wide area of the United States. |If
you | ook, there is the Key Informant study with the
stars; our Drug Diversion Network, with the
di amonds; and DENS Network, with the yellow circles
and these are the states that are either wholly or

partially covered by the Poison Control study. So,

file:///C|/Daily/0910anes.txt (70 of 357) [9/17/03 9:51:23 AM]



file://IC|/Daily/0910anes.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

we have a rather significant area of the United
States covered with these studies.

[Slide]

The principal investigator for the Key
Informant Network is Dr. Ted Cicero who is with us
today. The key informants are made up of pain
speci al i sts, N DA grantees, drug abuse specialists
and others who can provide information to us in
their local area about what is going on. W have
pi cked one three-digit zip code to present sone
data to you to show the kind of data that we can
col | ect.

[Slide]

As you will see, the data cover a range of

drugs and | think it is inportant to point out that
this is a very sensitive systemand we are able to
det ect al ready abuse of buprenorphine, a drug that
does not have a lot of prescriptions at this tine.
But we can see changes over tinme in what is
happening with the various drugs on which we are
col |l ecting data.

[Slide]

The | aw enforcement drug di version signa
detection study is under the direction of Dr. Janes

Inciardi, at the University of Delaware, and he is
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collecting data fromdrug diversion units around
the United States. As you can see, we are
continually trying to increase the nunber of key
informants and units fromwhich we are collecting
i nformati on.

[ Slide]

These are the sites that have responded in
each quarter. These are the nunber of cases that
they are reporting. W have consistent response
fromabout 85 of these sites each quarter, and
there is a group of about 85-90 key informants who
respond to us each quarter

[Slide]

In each of those cases there may be
several drugs nentioned. Here is the data fromthe
four quarters of 2002 and up to 2003 second
quarter, and you can see there is wide variation in
the diversion of different prescription drugs, and
we have sonme benzodi azepi nes included here.

Hydr ocodone is the nmobst conmonly report ed.
OxyContin, which is separated from ot her oxycodone
products, appears to be dropping a little bit over
this time but, as has been reported in the press,
we are beginning to see sone increase in nmethadone

menti ons.
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[Slide]

Yesterday you heard Dr. Wnchell nention
the Drug Eval uation Network Systemthat is under
the direction of Dr. Tom McLellan at the University
of Pennsylvania. The inmportant part of this system
is that it collects data on a real-time basis. In
sonme of the other systens you have heard about the
data are collected, say, once a year and then the
report may not occur for sone tine.

[Slide]

These are data on 11, 000 consecutive
adm ssions to the progranms in the DENS system
There are about 80 progranms nationally, sone in
urban areas and sonme in rural areas. As you can
see, again hydrocodone is the nobst frequently
mentioned drug. There are specific questions asked
about these drugs in the DENS interview, and
hydr onor phone is al so picked up

[Slide]

As you see again, we can plot over tine
what is going on with these drugs. This is
lifetime reported use of hydronorphone and this is
past 30-day use, as Dr. Haddox nentioned, which is
a surrogate for recent current use. | would like

to point out the scale here. This only goes up to
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3.0 so this is not a major rise in the problem

[Slide]

We are also collecting data from poi son
control centers. One of the nost inportant things
about the data fromthe poison control centers is
the fact that the people who are collecting the
data give very specific information about what the
tablet is. They ask about what the markings are on
the tablet, the size, the shape, and they can then
| ook at a book that gives them specific information
and say precisely what branded or unbranded drug
was bei ng report ed.

[Slide]

This is a map showing, in our pilot study,
the coverage we have fromthe poison contro
system It covers over 25 percent of the United
States and, as you can see, covers some of the
states nmentioned yesterday as areas with high
probl ems, Kentucky, Virginia, Mine, and we are
trying to expand this systemgradually to include
nore of the United States.

[Slide]

There are two types of calls that conme in
to the poison control centers. One is an

i nformati on call where sonebody nmay have forgotten
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what their pills are. As you know, many peopl e
will put all their pills into one little box and
then they can't renenber so they may call to find
out what a specific pill is, or sonebody found a
pill. But the ones we are nost interested in are
the intentional exposure calls. These are the
call s when sonebody has taken a drug either for
abuse problens or for suicide.

As you can see, these are data from al
t he poi son control centers from which we coll ect
data conbi ned and we have worked at a rate per
100, 000 based on the popul ation covered by those

centers. Again, you can see hydrocodone here,

oxycodone--this does not include OxyContin which is

covered separatel y--and the other drugs involved.

[Slide]

Now, the data that are collected from
these signal detection studies are then sent to
Washi ngton University where we have a centra
dat abase housing all these data. The data are
collated and then specific data fields are sent to
Johns Hopkins University where rates are

cal cul ated

Now, as | nmentioned earlier and Dr. Strom

has brought up, the denom nators are very inportant
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in calculating these rates. |In looking at this, it
is clear that there is not one sinple denoni nator
to use to provide us with the informati on we need.
If you are going to |l ook at patients you have to
| ook at patient day exposure. A short-acting
opioid may only be used for 10, 11 days. An
ext ended-rel ease opioid, such as OxyContin, may be
used for 24 days so you have nore exposure and you
may have a hi gher dose

You al so need to know how rmuch drug is out
there, kilograms sold. If you are just |ooking at
prescriptions you may get data that are biased
because | M5 data provides prescriptions mainly from
retail pharmacies and currently, for a drug |ike
hydr onor phone, there is a significant portion of
that drug that is being dispensed in hospitals and
long-termcare facilities those are not included in
the M5 data. So, unless you are aware of that you
can get a skewed rate so there are many different
types of denom nators that we have to | ook at to
find out which is the nost appropriate to provide
us the information that we need.

Usi ng these denomi nators we are trying to
calculate relative rates of abuse and diversion of

the drugs that we are investigating, and with this
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we can conpare one drug to another and conpare a
drug to itself over tine to | ook at changes in the
rates.

[Slide]

To give you an exanple, we have | ooked at
DAWN data and created a rate based on tota
kil ograns sold. This is not just the kil ograns
di spensed in retail pharmacies but the tota
kil ograns including hospital and other sources. As
you can see, there is sone consistency of those
rates. OxyContin has gone up. This is norphine,
in the purple. W do not have the 2002 OxyContin
data yet since the DAWN data were just rel eased and
we have to obtain the specific data from SAVHSA to
get that.

[Slide]

Once we pick up a signal, as | mentioned
five or greater cases per 100,000 population in a
three-digit zip code, we have our field researchers
go in using a questionnaire that is structured to
try to verify the nature of that signal. This is
very important because we are finding that there
are different problens going on in different parts
of the country. W have recently investigated a

problemin a tribe of native Anericans in the
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northwestern part of the United States where the
probl em appeared to be drug being smuggled in from
Canada. In another part of the country we found
that it was a city, 20,000 people, a |ot of nursing
honmes and assisted living facilities and 18
pharmaci es for 20,000 people. In a third area we
di scovered that river boat ganbling had noved into
the area and brought in a |ot of outsiders who were
usi ng drugs.

If you |l ook at these differences, it tells
you that there is not one single approach that can
be applied on a national basis for these various
probl ems, and that is why we need geographic
specificity in ternms of what we are doing. As
nmenti oned here, the results of these interviews are
presented to the EAB for suggestions on where to
go.

[Slide]

| mentioned the focused studies. W have
two focused studies that are currently going on,
one in southwestern Virginia under the direction of
Dr. Janet Knisely at Virginia Conmonweal t h
Uni versity, one in Maine under the direction of Dr.
Hei mer at Yale University, and we are soon to

inplement a third in eastern Kentucky under the
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direction of Dr. Carl Leukefeld at the University
of Kent ucky.

So far, information fromthese studies has
poi nted out that, one, it is very difficult to
collect data frompeople in rural areas. They are
very reluctant to talk to outsiders who cone in to
try to gather information fromthem But we are
al so discovering that prescription drug abuse has
been endemic in these areas for a long tine and
people go fromone drug to another. So, we are
getting some very inportant information

[ Slide]

Based on the informati on we get, we wll
be devel oping, in conjunction with the externa
advi sory board, interventions that are specific to
the area. In one case we found a physician who was
performng some illegal activities and that was
reported to the local authorities. As | nentioned,
the interventions are specific. Dr. Haddox has
gone over sone of the interventions that the
conpany is al ready doi ng.

W need to | ook at outcones for these
interventions, and we will nonitor carefully with
our signal detection studies to see if there is a

change but we will also | ook at other indicators.
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[Slide]

So far, we have | earned somet hi ng about
prescription drug abuse fromthe RADARS system
One, that abusers of a given opioid drug are
simlar to abusers of other prescription opioids.
There seens to be no specificity in terns of the
abusers. These individuals are typically
i ndi vi dual s who have abused ot her prescription
drugs as well as illicit drugs. This is not a
probl em of ethnic mnorities and, as nentioned, the
probl em seens to be endemic in sone of these areas.

[Slide]

We feel, in summary, that the RADARS
system establ i shes a standard for proactive
col l ection of data on abuse and diversion and
provides relative rates of abuse and diversion for
the drugs of interest. W are able to detect abuse
and diversion of the drugs that are infrequently
prescri bed, as pointed out by buprenorphi ne, and
the data are generated in a geographically specific
area and in a tinely fashion

I would Iike to now turn the m crophone
over to Dr. Herbert Kl eber.

Prescription Drug Abuse

DR. KLEBER: Thank you for the opportunity
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to neet with the conmittee today.

[Slide]

I would first like to point out this is
not a new problem Prescription drug abuse has
been with us for a very, very long time. The
under-treatnent of pain has been with us for a
very, very long time and the question is always the
tensi on between these areas. How do we keep
effective pain relievers available for appropriate
medi cal use whil e decreasing abuse? |If | stood up
here and said we have the answer | think you woul d
all get up and wal k out, and rightfully so. This
is an evolving area. There is no one answer yet.
We are inproving what we do; we don't have the
answer .

[Slide]

At the turn of the century we had an
enornous problemw th patent nedicines. They were
often unl abel ed. One of the favorites was Mt her
W nsl ow s Soot hi ng Syrup which was rubbed on the
guns of teething babies and al so taken by the
not hers when they had trouble dealing with the
teething babies. Finally we had the Pure Food and
Drug Act in 1906 which at |east required that these

patent nedicines be |abeled as to ingredients. It
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certainly did sonme good. On the other hand, it
left a lot of openings. You still had doctors and
phar maci sts who were basically willing to sell

t hese nedi cations to whoever wanted them and you
had mai|l order catalogs. So, there is really
not hi ng new under the sun, today we have the
Internet drug sales; in those days you had nmil
order catal ogs.

Then, in 1914 the Harrison Act tried to
cl ose sone of these | oopholes and you needed
prescriptions by physicians for reasonable
treatnment of pain. At the sane tine, as often
happens wi th uni nt ended consequences or nmaybe
i nt ended, basically between the Act and the Suprene
Court interpretations, it ended the invol vement of
the general nedical systemin the treatnment of
addiction. It stayed that way really unti
met hadone cane al ong, and you will hear nore about
that fromny colleague, Dr. Kreek, this afternoon

[Slide]

The Harrison Act did not solve the problem
of prescription drug abuse. W keep trying to do
it by coordinating things better. The last bullet
there, ONDCP, is one that you have heard. | had

the honor to serve as the first deputy director,
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back in 1989, under Bill Bennet and the first
Presi dent Bush.

We keep trying to inprove things, not just
with coordination and with | aws regul ating
prescribing, but with enforcement activities so the
Bureau of Narcotics norphs into the Bureau of
Narcoti ¢ and Dangerous Drugs, which norphs into the
Drug Enforcement Administration. Each probably is

somewhat of an inprovenent over what cane before

but is clearly still problematic.
[Slide]
Who are the abusers? | have been in the

field for between 35 and 40 years and it has been
my experience that there are really four groups of
people that we need to talk about. W need to talk
about addicts. W need to talk about pain
patients. W need to talk about addicts who have
pain, and we need to tal k about pain patients who
become addicts. Each of these is a different
category. They need to be approached as
individuals, as is beginning to energe fromthe

di scussions this norning, especially as Dr. Baxter
poi nted out that we need to keep in nind that there
is no one approach that is going to work for all of

t hese, but nost non-nmedi cal users of prescription
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1 opi oi ds are pol ydrug abusers. These are not people
2 who just abuse these nedications; they also tend to
3 abuse al cohol, marijuana and ot her drugs. Most

4 pai n patients do not abuse these nedications nor do
5 they become addicts. There aren't as good studies
6 as we would Iike, especially prospective studies,

7 but nost studies of the few that we have suggest

8 that it is less than five percent of people who

9 receive legitimate nedications for pain end up

10 addi ct ed--not dependent, a different term but

11 addi ct ed.

12 [Slide]

13 Since the patient is not the key person at
14 risk for prescription drug abuse, how nuch

15 |l egitimate nmedi cal need needs to be tolerated to

16 reduce abuse? Again, it is that tension that we

17 have tal ked about that there is no easy answer to.
18 [Slide]

19 So, let me wap it up in the next mnute
20 or two. Quick fixes do not work for conpl ex

21 problems. | wote in an op ed in "The Tines" 15

22 years or so ago that we should | eave the quick

23 fixes to the addicts. There is no easy sol ution

24 There are often uni ntended consequences of

25 good intentions. The concern over OxyContin |ed
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many physicians to stop prescribing it and nany
pharmaci es put signs in their w ndows saying "we
don't prescribe OxyContin" and it led, instead, to
a marked increase in prescribing of methadone for
pain relief and nore diversion of methadone, which
then has al so the uni ntended consequence of casting
disrepute on legitimte nethadone nai nt enance
prograns.

So, when you squeeze the balloon in one
part it tends to pop out in another, often in areas
where you don't expect it to. The patterns of drug
abuse continually shift and preferences change. In
the ' 70s Quaal udes was a big problemand we haven't
heard about that for quite a while. PCP was also a
problem and this stayed with us.

We continually search for technol ogi ca
fixes. One of ny favorites was paregoric, which
was canphor with a tincture of opium The canphor
was put in to deal with abuse. One of the first
things ny addicts taught nme, when | was at
Lexi ngton treating patients there in the early
'60s, was you sinply take the paregoric, put it in
the freezer, the canphor freezes, the tincture of
opi um doesn't. You throw away anythi ng that

freezes, boil what is left and you now have opi um
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So, the addicts are very good at figuring out

what ever systemwe cone up with. Likew se, the
Addi ction Research Center which is now the
intramural branch of NIDA, was really set up in the
"30s with one of its major mssions to cone up with
a non-addi cting anal gesic, a strong anal gesic, and
we are still at it, guys. But, hopefully, maybe
before the Red Sox beat the Yankees and win the
pendant - -renenber, | spent nost of ny years in New
Haven so | ama Red Sox fan, not a Yankee fan

So we continue to search for technol ogi ca
fixes. W have certainly come up with better ones
but | have great faith in the ability of true
abusers to get around it. So, | expect
evol utionary, not revolutionary, changes.

[Slide]

We have a number of strategies that have
we have gone over. | amnot going to reiterate
them you have heard about them | have been
associated with the RADARS programsince its
inception in July of '01, and in ny experience in
treatnent of addiction, treatnent of pain, the risk
managenent strategy that is used for OxyContin and
Pal | adone and the RADARS part of that strategy is

one of the nost conprehensive | have ever
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encountered. 1s it perfect? Absolutely not and
that is why they have all these experts on the
conmittee to try to keep tweaking it to inprove it.

[Slide]

Secretary Thompson has just recently
comented on the need for treatment. "“There is no
ot her nedi cal condition for which we would tolerate
such huge nunbers unable to obtain the treatnent
they need." Again, if many of these people who
cycl e through the systemcoul d get adequate
treatment for their opioid problemthere would be
much less of a difficulty out there. Wth heroin,
for exanple, less than 20 percent of the
i ndi vi dual s who need treatment are getting it.

[Slide]

Last slide, and this | think is areally
i mportant take-hone nessage | want to | eave you
with, the past decade has witnessed the pendul um
swi ngi ng toward adequate pain relief for patients.
Thi s has occurred under the inpact of |egislation,
of lawsuits, of reports fromlearned societies. M
own feeling--hopefully I amwong--is that this
pendulumswing is still very superficial; it is
skin deep; it is easy to reverse and | think we

need to pay attention to that, and it is inportant
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that any strategies that we come up with do not
reverse the trend toward adequate pain relief for
that segnent of the population that needs it.
Thank you.

Questions fromthe Commttee

DR KATZ: Let ne thank the speakers from
Purdue and from Col unbia for their conprehensive
presentations. O course, it is always tantalizing
because there are so many issues that we would al
like to discuss in depth and we never seemto be
able to satisfy ourselves there, but | amsure
peopl e around the tabl e have questions for the
sponsors and we have 15 minutes allocated for that.
So, why don't we go ahead and take that. Dr.
Dworkin first?

DR. DAWORKIN: | think this is a question
for you, David. It seems to ne, in thinking about
ri sk managenent prograns, that the extent of how
widely the drug will be used is a consideration so
that a risk managenent program for buprenorphine or
transnucosal fentanyl mght need to be different
than for nore widely used drugs |ike OxyContin.

So, | guess | would like to know -and
hope this is not an unfair question--by any neasure

OxyContin is a block-buster drug. |ooking down the
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road four or five years from now, how does Purdue
vi ew Pal | adone? 1Is it going to be another
bl ock-buster drug |ike OxyContin or do you view
Pal | adone as being a nore niche-linited used drug?
There nust be projections of this that your
mar keti ng projections have done.

DR. HADDOX: There are narketing
proj ections but we don't discuss comercia
information in public, but let me see if | can
answer your question in a way that satisfies the
need. |If you look at the indication for OxyContin
and indication for Palladone, they are fairly
simlar with the exception of that fourth test,
that is, the opioid-tol erant individual who needs
and requires 12 ng m ni mum of hydronorphone. So
the estimation would be, | think logically, that it
is going to be a smaller subset of patients than
those who are taking OxyContin. Now, there are
sonme five million patients in the entire country
who mi ght be appropriate candi dates for opioids
that are high potency. So, you know, OxyContin has
a share of that. Mybe about 1.7 nmillion patients
in a given year have been exposed to OxyContin. M
guess is that Palladone will be smaller than that,

but | really can't give you a scale of marketing
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proj ecti ons.

DR KATZ: Dr. Crawford?

DR. CRAWCRD: Thank you, M. Chairnman.
Dr. Haddox, thank you for the presentation. | have
three very quick questions, at |east there could be
very qui ck answers

First, slide 30 with the boxed warning
part of the indication states use for an extended
period of tinme which, of course, could be subject
to interpretation. Wat is the intent of the
sponsor ?

DR HADDOX: Well, this is a claim
originally negotiated with the agency. It requires
clinical judgrment. Certainly, it is not
appropriate for a day or two but it mght be
appropriate if the painis going to last for a few
weeks. It is sonewhere in that range and we and
the agency | think agreed, certainly with the
| abeling for OxyContin, that you don't want to, you
know, draw a line in sand. You want clinicians to
use their judgnment and individualize therapy.

DR. CRAWORD: Thank you. The second one,
slide 32, the capital letters with the boxed
statenent not to conprom se the fornul ation, one

thing that is very inmportant in my opinion for us
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to understand is can you describe and quantify the
potential or the likelihood of adverse effects if
the formulation is conpronised, as well as what the
appropriate use is because we didn't see any
figures on fatalities or other serious adverse
events that may occur with the formulation?

DR. HADDOX: | think you asked two
questions there.

DR. CRAWORD: That was ny second
question. Can you describe and quantify what are
the adverse effects, what is the likelihood of that
occurrence if the formulation is used appropriately
and if it is conprom sed?

DR. HADDOX: That is what | neant by two
questions, two conditions. |If the fornulation is
used appropriately the safety profile in all of our
studies we submtted to the agency is conparable to
the safety profile of any other opioid. W,
obviously, don't try to conpronise the delivery
system and give it to people and see what happens.
So, we can only guess that it would be what the
war ni ng describes, which is why we and the agency
agreed to put that in the proposed | abel

DR. CRAWCORD: GCkay, and the |ast very

qui ck question, the tanper-resistant pads, do they
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come preprinted with the product nane or indication
to the prescribers?

DR HADDOX: All they come preprinted with
is the prescriber's information they would normally
print--name, address, that sort of stuff. |In fact,
we actually encourage prescribers, based on advice
fromlaw enforcenent, not to preprint their DEA
regi stration nunber either. So, you know, just
your nane, your phone nunber, your address, what
you woul d normally do. Then, because they are
distributed in different states, the vendor goes to
the state board pharnmacy with a prototype and says
does this neet your requirenents for prescription
inthis state? And, we have had to tweak that a
fewtinmes so that it would be state specific.

DR KATZ: Dr. Graulo is next.

DR. CIRAULG Dr. Crawford asked one of mny
questions but | just would |ike to expand on that.
Do you have data on how easy it is to conprom se
the formulation to make it froma nodified rel ease
to an imediate rel ease? Do you have PK data or
toxicity data either in aninmals or humans that
woul d give us sone information on what we could
predict mght happen if it is easy to chew and get

this into the brain nore quickly?
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DR HADDOX: There has been some work done
on that. W don't do this in normal volunteers, as
you might inmagine. It is harder than sonme and it
is not inpossible but, again, being a public
hearing here, | don't think it is prudent for
public health to discuss ways peopl e m ght
conprom se the delivery system

DR. CIRAULG  Sure, but the FDA, you have
t hat data?

DR KATZ: But, Dr. GCraulo, is your
question what would be the likelihood of harmto
sonme sort of person, say an opioid-naive
i ndi vidual , should they be able to ingest a
comprom sed dose or an i medi ate-rel ease dose of
what ever is in one of these Palladone pills?

DR CIRAULO Yes, that is ny concern

DR. KATZ: So, if soneone, for exanple,
were able to conpronise the 12 ng tablet, just to
pi ck a dose, and ingest that, in opioid-naive
peopl e what is the likelihood of harn? That is
your question?

DR CIRAULO  Yes

DR KATZ: Are there answers to that?

DR HADDOX: Well, | think, you know, the

I'i keli hood of adverse events is pretty clear
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Whi ch adverse event would occur | amnot certain.

I am not aware of people who have done that, who
have given 12 ng of |V-push of hydronorphone to

opi oi d-nai ve volunteers to see what happens to
them Even where | trained you wouldn't get too
many nedi cal students to volunteer for that study.
So, | think the warning is appropriate. It says
what we all believe in nmy clinical experience, that
if one were to conpromse this, this is very risky
behavi or.

DR. CIRAULOG. | think my problemis
can't advise anybody--1 can't advise the agency
wi t hout knowi ng the toxicity data, but you have it.

DR. RAPPAPORT: We will have the data, we
do have the data and are able to review that but to
sonme extent Dr. Haddox is correct, we woul d expect
certain severe adverse events to occur, but there
is not alot of clinical work you can do to study
t hat .

DR. CIRAULO  Yes, my concern is when this
medi cation is on the street and gets diverted, as
it will get diverted and as addicts begin to tanper
with it, what are we going to face froma public
heal th st andpoi nt?

DR. RAPPAPORT: Theoretically there could

file:///IC|/Daily/0910anes.txt (94 of 357) [9/17/03 9:51:23 AM]

94



file://IC|/Daily/0910anes.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

be people dying fromtaking these products and
abusing them but | don't know that we can say any
nore than that.

DR KATZ: Dr. Haddox, correct ne if | am
wong, but it sounds |ike we should assume for the
pur poses of this discussion that the likelihood of
harm for an opi oi d- nai ve i ndivi dual ingesting an
i medi at e-rel ease formul ati on of any of these
dosage forns of hydronorphone woul d be very high
Is that a fair assunption?

DR HADDOX: | think that is a fair
assunption with any equi val ent dose of
hydr onor phone, regardl ess of formul ation

DR KATZ: Dr. Aronson is next.

DR. ARONSON: Thank you. | have a nunber
of questions. Let ne ask you, M. Chairnman, if you
wish for ne to ask themall. Sone are directed to
Dr. Haddox and others are directed to sone of our
ot her speakers.

DR. KATZ: Any questions to any of the
sponsor representatives is fine.

DR. ARONSON: Okay. This is an
operational question that | would like to direct to
you, Dr. Haddox. You nentioned a nunber of risk

managenment tools that you are going to | aunch or
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i npl ement as you phase your |aunch of Pall adone.

O her than just telling us that there are

gui del i nes and brochures and CDs, etc. that you

wi sh to pronote in an educational process, what is
the metric that you are going to use to judge

whet her or not that nessage was received, and what
is the threshold that you would use to determ ne
whet her or not you are going to accel erate your

| aunch beyond your first phase?

DR HADDOX: Let me answer that in two
parts. Nunber one, it is clear, as | said before,
that there are sone elenents of this that are
Pal | adone specific--the phased | aunch, the |abeling
for Palladone, etc. But the big difference between
Pal | adone and OxyContin is that all of these things
that | have tal ked about, except for the phased
| aunch which hasn't occurred yet, are already in
pl ace. Practitioners have gotten the
tanper-resi stant pads. They have been educated on
abuse and di version. Those things are out there.

RADARS is up and running and that is the
second part of the answer. | believe that one of
the maj or mechanisnms we will use in the eval uation
of the message will be those four points that |

tal ked about. The threshold is still being
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determi ned because it is an evolutionary process.
We are still trying to sort out how to do that
best. But the big nmetric will be will RADARS pick
up sonething early on and allow us to do targeted
interventions to try and suppress the issue.

DR KATZ: Does that answer your question?

DR ARONSON: | think so. | think the
point is, is there a threshold whereby you would
just sort of delay or stop your process of evolving
the | aunch?

DR. HADDOX: | think it would be premature
for us to try and determine threshold until we try
and get sonme data back fromthat nmessage eval uation
to see what it looks like. | think at that point
we will get a sense of what should be the cut-off
or what we should do differently.

DR. ARONSON: The segue to that--and
would firstly say that the RADARS program in ny
opi nion, is responsible and you ought to be
comrended for the effort, but as was pointed out by
this commttee, the problemof clearly defining the
denoni nator still persists despite your best
efforts and so | raise the question is nore
i nconpl ete data better than conplete data? |

suppose we are having to confront that.
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The part of this equation that | think we
need to consider, and | amasking if you have
attenpted to do that, is the mirror graph, if you
will, the decrease in the nunber of patients that
need to be treated for pain. As that decreases, as
that tendency would drop we woul d expect the
adverse nmirror curve to increase, and at one point
do the lines cross and is that the point that we
find acceptable? |Is there any data to show the
benefit, inprovenent?

DR. KATZ: Can you clarify that question?

DR ARONSON: | will try. W conceptually
appreciate that the reason we woul d consider, if
you wi ll, approving another drug is because we wi sh
to do good for those people who deserve to have
good done. Are we neasuring the inpact of how rmuch
good we are doing and conparing that to the
potential harmthat may conme of it? W have only
seen the absolute increase in harmbut we haven't
| ooked at that in a conparative way to the absol ute
good that we have done. Are there any data to show
t hat ?

DR HADDOX: Well, as | have said before,
if you | ook at survey data, survey data have not

really changed substantially in the past 15 years
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in terms of the preval ence of under-treated pain.
I think, however, that the denom nator issue that
you raised in the preanble is inportant because, as
Dr. Schnoll pointed out, we don't anticipate a
singl e denominator. W think that this is a
conpl ex issue and to really understand this we may
have to | ook at nultiple denoninators, sonme of the
ones that he pointed out, so that we can | ook at
what is the relative risk of abuse or diversion of
one formulation to another, those sorts of
questions. It still begs the question how can we
measure the benefit to the populace and that is a
tough question. CQutside of survey nethodol ogy, |
don't have any suggestions right now but | would be
willing to entertain them

DR KATZ: | want to make sure we are
getting to the core of your question. Are you
suggesting that a risk nmanagenment program such as
the one that is being proposed for Palladone should
i ncorporate a component that measures the societa
benefits of the approach as well as the risks so
that we can have a conplete picture? |Is that your
question?

DR. ARONSON:. Absolutely. Wat we are

confronted with is a bal ance of nobst good for |east
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harm and we need to have that side of the equation
in order to nake that decision and | do not see
that side of the equation. So, yes indeed, | am
aski ng that.

DR. KATZ: And how woul d you suggest that

be done?

DR ARONSON: G ve ne a nonent.

[ Laught er]

DR KATZ: There is along list; | wll
put you at the bottom so you will have sone tine.

Dr. Cush, you are next.

DR CUSH. | have two questions, one for
Dr. Rappaport or the agency. Could you just
generally state what your requirenents for
manuf acturers as far as pharnacovigil ance are and
what you want themto do in their progran? Some of
the agency requirenments for pharnacovigilance for a
product |ike this?

The second part is going to be to Dr.
Haddox. Could you tell us why you chose four
mont hs and to what sel ected health professionals
will you be targeting initially, and is that the
appropri ate popul ation, neaning is that the
popul ation that has al so been shown to be guilty of

i nproper use of these agents in the past?
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DR KATZ: So, first question first.

DR. TRONTELL: | will comrent first on the
regul atory requirements for pharmacovigilance. The
regul atory requirenments in that arena are uniform
across all products and require reporting to the
agency of adverse events that cone to the attention
to the sponsor spontaneously. They are mandated to
send those to the agency and those in a certain
category deenmed serious by regulatory definition
are, in fact, required to be sent to the agency on
an expedited basis. | wll defer nowto Dr.
Rappaport to tal k about this particular class of
drugs.

DR. RAPPAPORT: W have been asking for
sonme extra pharnacovigilance with this group of
drugs, asking for expedited reports that are
expedited on a faster basis, and foll ow ng
carefully indications of abuse, overdose and such.
So, we are doing a little bit extra here but the
general requirements are what we follow for al
drugs in all areas of safety.

DR. CUSH. So, is this risk nanagenent
program we are tal king about here part of the
phar macovi gi | ance effort?

DR RAPPAPORT: Yes.
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DR. KATZ: The second question was on the
specialists that are being targeted in the initia
phase.

DR HADDOX: The intent is to have that
portion of the sales force which calls on
physicians who are likely to have patients for
whi ch Pal | adone woul d be an appropriate option
So, people like anesthesiol ogists, pain
speci al i sts, oncologists, that is the intent.

As far as the four nonths, we had to start
somewhere. W just decided we would collect the
information. W will be looking at it as it cones
in but four months is where we will sit down and
really try and nake a deci sion point.

DR KATZ: Next was Dr. Shafer.

DR SHAFER  Thank you. Three questions.
I think they will all be pretty straightforward.
The first is a sinple pharnmacokinetic question. 1In
| ooking at the data on drug administration over the
first 24 hours the peak concentrations are reached
at 24 hours, suggesting you have done a very good
job on the sustained release part. But that al so
suggests that over the first week of therapy there
is the potential--not a potential, the drug wll

accunul ate until you reach your steady state. How
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much nore does the drug level rise over the first
week of therapy until you reach steady state?

DR HADDOX: Two to three days to reach
st eady state.

DR SHAFER  And how much has it risen?
Has it doubl ed over that period of tinme?

DR HADDOX: No, | don't think so. Let ne
ask ny clinical experts here.

DR KATZ: Could you cone up to the
m cr ophone, pl ease?

DR. SHAFER: | was inpressed that the peak
was reached at 24, which nmeans that you are then
addi ng your next dose on top of that.

DR. APFEL: David, if you could go back to
the slide showing the steady state?

DR. SHAFER. But we are really talking
about the rise to steady state, not the steady
state exactly.

DR APFEL: M name is Dr. Stuart Apfel.

[Slide]

DR SHAFER  That shows the rise and what
| amreferring is the peak at 24. So, the question
is how nuch accunulation will you get on top of

that over the first week of therapy?
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DR APFEL: W see that the levels
continue to remain pretty nmuch at that sane | eve
wi th continued exposure. As the drug is continued
to be adm nistered, once it reaches steady state
the levels of the drug in the serumrenain
approxi mately the same. You can see it a little
bit better here where you see very little
vari ati on.

DR KATZ: | think the question was what
is the ratio of the blood | evel at day three to the
bl ood |l evel at day one. |Is that right?

DR, SHAFER. That is right. If we could
go back because it is not in the handout that we
received. The question is how nuch higher is this
than the level at the end of the first day of
treat ment.

DR. HADDOX: That is why | went back to
this. There is the netric, right there. It is a
little less than 2 ng/mM with a 12 ng capsul e.

DR. KATZ: But this is a 24-hour slide.

DR HADDOX: This is steady state. This
is steady state and | amgoing to go back to the
singl e dose to answer the question

DR SHAFER. Let's go back to the single

dose if it is the sane dose
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DR HADDOX: The single dose was actually
twice as high | believe

[Slide]

This is 24 mg and there is the 2 ng/m.

DR. SHAFER: So it is approxi mately
doubl i ng.

DR GOLDENHEI M  Paul Gol denhei m Purdue
Pharma. | think the answer to your question is it
isalittle bit less but we will get the precise
answer for you, but steady state is achieved after
two to three doses.

DR SHAFER. | have two ot her questions,
qui ckly. One is, the question was posed yesterday
to what extent is theft and crimnal activity
versus diversion frompatient activity responsible
for the m suse of drugs and diversion to addicts,
and has your RADARS system been able to give us
nore information? We did not |earn an answer
yesterday when | posed that question. Have you
| earned anything from your RADARS systenf

DR. HADDOX: Well, certainly, the
di version study is showi ng what the police are
intercepting either in undercover buys or busts.
So, that is sone idea of what is on the street. It

does not tell us necessarily howit gets to the
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street. There are people who are feigning to be
patients, who are scamm ng physicians. There are
peopl e who just take the easy way; don't have to
worry about | earning new synptons to fake or
getting fake medical records, they just go in with
a gun or, you know, roll the place at night. No
one is quite sure that the DEA does collect that
theft and | oss data and does categorize it, and
believe Dr. WIIlis nmade some reference to that in
her presentation yesterday but those data reside at
t he DEA.

Even so, that only gives you one piece of
the question that you asked. That mnight give you a
sense of what is fromtheft and | oss, and that sort
of thing, but it doesn't say what the doctor
shopper, who in fact is not a patient, is getting
on the street, or particularly,, the bad doctor who
is indiscrimnate and doesn't really care who they
are writing prescriptions for

DR. KATZ: Dr. Schnoll, do you have a
fol | ow up?

DR SCHNOLL: Yes, we don't have at this
poi nt specific information to directly answer that
question. Mst of the abusers get the drug from

the street. | think your question is how does it
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get to the street.

DR. SHAFER: Exactly.

DR SCHNOLL: That is sonething we are
trying to investigate. There are nany sources and,
hopeful ly, as the RADARS system matures we wll be
able to provide that answer but | don't think
anyone knows specifically where all the drug is
coming fromthat gets to the street.

DR SHAFER: Do we even know if it is 1:10
versus 10:1?

DR SCHNOLL:  No.

DR KATZ: Can you, Dr. Shafer, tell us
why you think that is inportant in terms of
devel oping a rational risk nmanagenent progranf

DR SHAFER. Sure, because part of the
pur pose of the risk nanagenent programis the
concern about drying up the supply of drug to
addicts. If that supply is entirely coming from
crimnal activity and is not coning from
doctor/patient activity, or even if 98 percent of
it is comng fromcrimnal activity, not
doctor/patient activity, that neans the ability of
these surveillance progranms to inpact that is going
to be al nost zero

DR KATZ: Maybe it would be hel pful to
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hear nore information on what specific el enments of
the RADARS program are designed to yield an answer
to that question.

DR. SCHNOLL: Certainly the drug diversion
part of the programis trying to do that, but also
as we do our field investigations the field
researchers go into an area and, if possible, try
to interview users, abusers in the area to get
i nformati on about the source of their drug. They
al so check with other people, local police, people
in treatment prograns to get that information. As
of this tinme, we don't have sufficient data to put
together the types of ratios you would |ike and,
hopefully, we will be able to get that in the
future.

DR. SHAFER. How many abusers say |
actually got this by scamr ng ny doctor?

DR SCHNOLL: Not many.

DR SHAFER  Any?

DR SCHNOLL: Yes, sonme do. Sone do but
it isn't that many. Wen we ask the question, as
mentioned, what they say is, "I got it on the
street." How did the drug get to the street? |
don't know.

DR KATZ: As | indicated yesterday, there
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are nmany issues that we don't have answers on and
per haps one of the things we could acconplish is
not so nuch to give answers in the absence of data
but at least to indicate what sorts of data are
likely to lead to the right answers. |Is that the
sort of data that, in your view, would at sone
point in tinme, when it becones avail able, give you
the answers that you need?

DR SHAFER. Absolutely. Not only do
drugs have risk/benefit ratios but prograns, |ike
surveil |l ance prograns, have, you know, cost/benefit
ratios. And, without knowing that information, it
is hard to assess whether the programis doing
anything, whether it is really worthwhile.

One ot her quick question, can you give ne
any exanples from your RADARS program of how you
have changed the marketing or pronotion of
OxyContin based upon the feedback that you got from
t he progranf

DR. SHAFER: Well, one of the things we
woul d do, we woul d gather information, say, about
soneone in an area who was inappropriately
prescribi ng and needed nore education. W would
bring nore education to that person to try to bring

themup to date on proper prescribing. In fact, we
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have one instance where a physician was prescribing
the drug inappropriately. W had sone targeted
education with that physician and he realized that
there were a nunber of people in his practice who
were trying to scam him and actually reduced the
nunber of people to whom he was prescribi ng opioids
by about 20 percent. So, there was a very
effective outconme in that.

DR KATZ: Dr. Cicero?

DR CICERC. Yes, | am Ted Cicero,
consultant for the conmpany. | run the Key
I nformant study and | am al so the custodi an of al
the central databases at Washington University.
thi nk what your question was is are we going to be
able to--and | think if we can show that map again
fromDr. Schnoll--

[Slide]

--are we going to be able to look in an
area where we are getting reports of abuse, where
is that conming fromand al so reports of diversion
in those areas. You will see a |ot of overlapping
areas. W have identified right now at a very
prelimnary | evel about eight areas where we are
seei ng both diversion and high rates of abuse

occurring. Wat we need to be doing at this
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juncture, and we are in the process of doing it as
you see with the map you are seeing here--we have
many areas where there is extensive overlap of
systens, the poison control; we have also the

di version sites; we have the Key Infornmant Network.

For instance, | can speak to St. Louis,
that is where ny residence is, and we are getting
reports both of abuse and diversion. Looking into
this, it appears that the two are very closely
associ ated. Lots of the abuse is coming off the
street and appears to have been diverted in a
crimnal sort of way.

Now, the question you are asking that we
really can't answer is what percent of the street
drug is coming fromtheft or conmng froma
physician. W don't really have a good enough fee
for that now but the inmportant thing | want to
| eave you with is that we have the power to be able
todoit. | think by having these overl apping
systens, the natural connection for us at this
point is to say, okay, we have diversion in an
area. Let's go in there and find out where that
was being diverted to. Is it being shipped out of
state? Is it at a local level? And the abusers

t hensel ves who say they got it off the street, did
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they in fact get it fromthat source? M hunch
based on prelimnary data is that there is going to
be a very strong associ ation between theft of a
drug such as this and what actually appears on the
street.

DR KATZ: Laura Nagel, would you care to
add to that question?

M5. NAGEL: Thank you. We share your
frustration in trying to determ ne where out of the
cl osed system of distribution the drugs are being
diverted. What we tried to do in preparation for
this presentation is pull our cases. The npjority
of themare crinminal cases. What Dr. WIlis said
was that in 60 percent of our crimnal cases the
source of diversion was a physician or a
pharmaci st. The other 40 percent were drug thefts,
doct or shoppers, people like that. W separated
out the doctor shoppers because we perceive that
that is a physician who is unwitting, that was
duped and, in fact, wasn't necessarily crimnally
I'iable.

So, we feel very strongly that although
there are thefts, that if we can educate the
physicians, if we can reach themwhether it is in

| abel ing, whether it is in some sort of restricted
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manner, if we can reach the practitioners and
educate them on the respect for the drug and the
appropri ateness for prescribing for the right
patients at the right time, the right people wll
get the drug. But we perceive from our
investigations that the physicians are a |arge,

| arge percentage of our point of diversion whether
unwitting or crimnal. Therefore, we feel very
strongly and support the commttee's efforts to
reach them because we have to do everything we can
and this is a huge part of the problemfor us.

DR KATZ: Can | just ask a little bit
about that? Do you have a feel for what proportion
of the diversion that comes fromthe physician as a
source is unwitting versus crimnmnal?

MS. NAGEL: No, | would be guessing but we
tried to do that when we broke out doctor shoppers.
We didn't necessarily identify those physicians in
the category we call crimnal. |If we perceived
that a good doctor shopper duped them well,
education is going to help that but we didn't fee
it was crininal so we dropped themin the | ower 40
percent. But we still had 60 percent. Now, that
is our cases; that is not the universe but it is

the best data | can offer you, but 60 percent of
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our cases were crimnal for physicians and/or
phar maci st s.

DR KATZ: Thank you. Dr. Baxter you are
next .

DR. BAXTER: This is very excellent. |
would Iike to commend you first on the
presentation. It is very excellent that ny
opportunity to speak comes right now because it
seens that the key step in risk managenent is the
education of the physicians. In fact, the RADARS
systemitself is potentially going to be very
excel l ent.

But getting back to the point that Dr.
Crawf ord made and sone of mny other coll eagues, it
is very inportant, once again, as you cited, that
the appropriate patient is selected. Patient
sel ection is going to be probably key in ternms of
managi ng the risk not only for Palladone but for
OxyContin as well.

It al so goes back to what we previously
di scussed about the inmportance of assessing the
ri sk of abuse because those individuals who are at
hi gh risk for abuse are probably not appropriate
for selection unless there are certain precautions

in place. | would wonder if it would be possible
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115
to add into that boxed warning that patients with
hi gh risk for abuse require additional nonitoring.
Now, what the additional nonitoring is, that can be
debated but | think that perhaps by addi ng that
into the boxed warning that woul d cause physici ans
who are prescribing to at | east becone aware that
there are other considerations when you are
prescribing this nedication and other opiates to
hi gh risk patients.

DR KATZ: Dr. Haddox, do you care to
comrent on that?

DR HADDOX: | amjust trying to get back
to the boxed warning here. Slide 30, 31 and 32

[Slide]

I think that this may partially address
your concern, the statenent there is where we nake
it apoint, with the agency's agreenent, that this
should be in the boxed warning. Now, if there are
other things the agency wants to consider we are
certainly going to interact with themin that
regard but, to ny reading, this addresses your
point. Maybe | amnot hearing it exactly right but
it seems to ne that it sets a fairly high
cautionary note early on in the package insert, in

the ads, and so forth, that this does have abuse
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potential and that this should be consi dered when
prescribing or dispensing. | would assume then
that those sorts of nonitoring would be part of the
consi derati on.

DR. BAXTER: | wouldn't assume that.
think that if it is not said, then it hasn't been
considered. So, to go a step further, | think that
it would probably be very hel pful in hel ping
prescribi ng physicians, especially those primary
care individuals who are not familiar with dealing
with patients who have di seases of addiction. It
will alert themthat they need to first investigate
if a person does--at |east ask the question because
if you don't ask the question, you know, what the
heck.

DR. HADDOX: Let nme respond in two ways to
that, sir. | think now | have a better
under st andi ng of what you are tal ki ng about. W
have a number of educational materials in different
formats that strike at exactly that point of howto
do an interview |l ooking for risk factors for abuse
or addiction. W have it in different ways so that
a physician will get the nessage at different tines
depending on the materials to which they are

exposed. As far as changing the label, we wll of
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course be happy to discuss it with the agency.

DR BAXTER:  Sure.

DR KATZ: Dr. Maxwell?

DR MAXWELL: A couple of things. There
was a question about trying to find out where drugs
come fromon the street and, unless | am m staken,
the instrunment that is given to the field
interviewers, the last one | got, doesn't ask the
question of where they got it. There is no
question |like that. Secondly--

DR. KATZ: Actually, maybe it would be
better just to take one piece at a tine.

DR. MAXWELL: Ckay, but that is not a
question; it is just a clarification

DR HADDOX: May | mamke a clarification as
wel[? That is not the entire contact that the
field researcher has. That is sort of getting
started, the beginning of the structured interview.
The goal was to allow that person to go in.
Dependi ng on what we are | ooking at, those
questions are |likely going to be asked. kay? So,
t he docunment that you have in your briefing
docunent is sort of the beginning.

DR. MAXVELL: No, no, starting in June a

year ago | was asked to be one of the field
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resear chers- -

DR. HADDOX: Ch, | amsorry, when we say
field researcher we nean the people that we have
hired to go out to investigate signals. You nean
you were asked to be a key informant perhaps?

DR MAXVELL: Yes. Let nme also clarify
that the only zip code data that is collected from
the key informants, fromwhat | can tell, is the
zip code where | live. |In other words, if | sent
in data fromFt. Worth it would not be reflected in
the graphs by zip code.

DR HADDOX: W are aware of that and we
are endeavoring to correct that right now by asking
the key informants who are at treatment centers
what zip codes does 85 percent of your clientele
come fromso we can try to extrapol ate--

DR. MAXWELL: Ckay, well, that was not in
the June format. | wasn't going to get into that
until the question came up. However, one thing
would like to ask is yesterday we saw t he DENS
treatnent data which was unable for npst states to
break out OxyContin, and it showed that in the past
users of OxyContin stayed out on the street for
about ten years fromyour first use until adm ssion

to treatment, but in the |ast couple of years that
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has tel escoped down to four years. Since you have
the DENS data which does specifically ask about
OxyContin in terns of our questions about the abuse
liability and dependence, the question is are
peopl e becom ng nore addi cted quicker with
OxyContin as conpared to other drugs? | would very
much like to see the DENS data run | ooking at the
lag on OxyContin as conpared to other.

DR, SCHNOLL: | don't have those specific
data right now W could ask Dr. MlLellan to run
that information for us but I don't have the
preci se i nformation.

DR MAXWELL: Well, | realize that but it
m ght be interesting.

DR SCHNOLL: Yes. Yes, that mght be
somet hing we could do

DR. MAXWELL: Then, lastly, before we go
forward with approving another drug | certainly
would Iike to see nore in-depth data. W have seen
the presentati on of what RADARS is going to do but
I would really like to see data showing us all the
data that has been collected, what is being
coll ected, what is being done, how well the system
is working so that we would feel nore confident

that when we then nove into another drug the data
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are there and we know t he system wor ks.

DR. SCHNOLL: W only had an hour this
nmorning to present. W have extensive data on al
of the drugs and just didn't have tinme, and what we
sel ected were just exanples to show you what we can
do with the data system | understand your request
but there just wasn't the tine to do that.

DR. KATZ: | think one take-home nessage
that | want to make sure is left is that it seens
like it is inmportant for the surveillance systemto
be able, at the end of the day, to distinguish what
proportion of street abused drugs come fromthe
prescribing relationship versus comng from
diverted sources. So, it sounds |ike people are
recomendi ng that at the end of the day we will be
confortable that the systemw ||l be able to
acconplish that.

We are half an hour behind schedule and it
| ooks like | have about 12 people still with
questions and | have nmy own questions. So, what |
think I will need to do is take one nopre question
and then we will have to go on to our next
presentation, and Dr. Saini, you are next.

DR SAINI: W heard very good things

about risk management but | did not hear anything
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fromthe pharnmaceutical conpany regardi ng the
NASPER program Do you have any coments regardi ng
that, please?

DR HADDOX: For those who are not
famliar, Dr. Saini is referring to a Bill that is
in Congress now that would make a federa
prescription nmonitoring programthat would be
nmodel ed on the CASPER programin Kentucky, which is
an el ectronic program

Purdue is in favor of well-designed
el ectronic, non-barrier prescription prograns. In
fact, we have supported those in a nunber of
states. Wiile we share the intent of the sponsors
for the NASPER program | have ny own--and | have
di scussed with other people both in and outside of
governnent--reservations about if it will be too
unwi el dy to be useful. There are a nunber of
issues. It is very conplex, as you are no doubt
aware. But | think that prescription nonitoring
progranms right now are being done on a state |evel
They have been shown to be effective and | think
that we will have to see where NASPER goes but |
have some questions and ot her peopl e have raised
ot her questions about is it just too big a data set

to manage appropriately.
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DR KATZ: | amgoing to take the
privil ege of asking one nore question before we
stop. W have heard from many people on the
conmittee, and in terms of some of our |ectures
yest erday about the inportance of nonitoring the
target popul ation that we are prescribing these
medi cations to for the devel opment of negative
consequences, other opioid use, including
addiction. So, ny question is what aspect of the
ri sk managenent programthat we are hearing about
moni tors our patients for those risks, and howis
that data captured, analyzed, what are the outcone

measures, etc?

DR. HADDOX: Well, one of the key el enents

there is the adverse event reporting system where
abuse and addiction are by definition serious
adverse events. W nonitor that on a regul ar
basis. But that is a passive system as was

poi nted out earlier. As part of our education, we
believe and certainly our nunbers woul d suggest
that with the education we put forth with
practitioners we are making that perhaps a little
| ess spontaneous reporting systemand that we are
sort of heightening their sensitivities. So,

certainly if you | ook at the nunbers of cases that
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we have gotten in, we are getting nore of that
informati on and Dr. Schnoll has some coments

DR SCHNOLL: Yes, we al so have a nunber
of key informants and physicians who specialize in
pai n managenent and so we will be collecting
informati on fromthemregarding what they are
seeing in ternms of the devel opnent of addiction in
their own patients.

DR KATZ: So, is it fair to say then that
there is no prospective systematic nmeans in this
surveill ance systemfor nonitoring patients for the

devel opment of any of these conplications?

DR. HADDOX: | amsorry, | didn't capture
t hat .

DR KATZ: | was just making sure
understood that. It sounds |ike the answer is that

there is no part of the systemthat prospectively
and systematically tried to get at the proportion
of patients prescribed Palladone or any other
opi oi d who devel op any of these negative
consequences.

DR. HADDOX: Well, again in the interest
of time, we do have a patient registry study with
OxyContin that is an open-|abel extension study of

a nunber of our trials. W are finding that the

file:///IC|/Daily/0910anes.txt (123 of 357) [9/17/03 9:51:24 AM]

123



file://IC|/Daily/0910anes.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

124
rates of aberrant drug taking behaviors or
i ndi cators of abuse or addiction are very lowin
that popul ati on, the intended popul ati on

DR KATZ: Thank you. W need to nove on
to our next presentation.

DR APFEL: W forgot to respond to an
earlier question about the pharnmacoki netics of
Pal | adone. W have checked back in the data and,
as we suggested before, the accunul ati on of
Pal | adone is very small. It appears to be |less
than 20 percent accumul ati on.

DR KATZ: Thank you. Well, let nme again
thank the sponsor for all the trouble they have
gone to in putting together this information for
us. We do appreciate all the effort that has gone
not only into the programitself but also into the
presentation this nmorning. So, again, | appreciate
your tinme and efforts. Now we need to nove on to
our next presentation and | would like to introduce
Dr. Silvia Cal deron, whom | have been keepi ng on
hold for half an hour now, who is an
i nterdisciplinary scientist.

Well, it has been suggested that | call a
break and | can never say no to that type of

suggestion so, good, let's a 15-m nute break and we
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125
will begin then.

[Brief recess.]

DR KATZ: Hello, again. Just to bring
people up to date on what we are doing
schedul i ngwi se, we will have Dr. Cal derone's
presentation now. W will go straight through Dr.
Kreek's presentation, then straight through to Dr.
Hertz's presentation which will be briefer than we
originally thought. Then we will be going straight
through to the Open Public Hearing. There are a
nunber of Open Public Hearing speakers, so, to make
sure that we don't have any del ays, | woul d request
that anybody signed up for the open public speaking
make their way up to this--there is a rowup in
front towards ny left reserved for Open Public
Heari ng speakers.

So, in the near future, make your way up
there so we don't need to hunt you down.

Now, we will turn to Dr. Cal derone from
the FDA Controll ed Substance staff who will speak
with us about the FDA' s perspective on the abuse
liability of hydronorphone extended-rel ease
tabl et s.

Abuse Liability of Hydronorphone

Ext ended- Rel ease Tabl ets
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DR CALDERONE: Thank you very rmuch.

[Slide.]

I will try to cover the abuse liability of
hydr onor phone ext ended-rel ease capsul es.

[Slide.]

Hydr onor phone fornul ati ons have been
marketed in the United States for many years as
i medi at e-rel ease tablets known as Dilaudid 2, 4, 8
mlligrans, injectables, different concentrations
1, 2, 4, 10 milligrams per m or a solution 5
mlligrams per 5 mM and 3-mlligram suppositories.
Ext ended-rel ease formulations are currently
mar keted in the United Kingdom and Canada to be
adm ni stered once or twi ce a day.

Pal | adone represents a new
extended-rel ease fornul ati on under the FDA review
whi ch is under review by the FDA

[Slide.]

The proposed strengths of Pall adone are
12 mlligrams, 16 mlligrans, 24 and 32 milligrans
per capsules. This new formulation is being
proposed for the use only in opioid-tolerant
patients and its proposed indication is for the
managenent of chronic noderate-to-severe pain in

patients requiring continuous around-the-clock
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opi oi d anal gesia for an extended period of tine.
Pal | adone capsules will release the
cont ai ned hydronor phone over a 24-hour period and,
therefore, are to be adnini stered once per day.
[Slide.]
As it was presented to you yesterday,
hydr omor phone is a Schedul e Il substance and shares

the sane schedule with other opioids such as

oxycodone, norphine, fentanyl. The neani ng of
Schedule Il; drugs in this schedul e have a hi gh
abuse potential. They have the highest |evel of

control for an approved drug and, in terns of
regul atory requirement, prescriber and di spenser
regi stration, separate record keepi ng by di spenser,
distribution order forns, no refills, manufacturing
security and quotas, inport and export permts.
Note that the CSA cl assifies substances by
their abuse potential, dependence on by nedica
utility. W also know, note please, that the abuse
potential, the actual abuse of a drug, goes beyond
the abuse potential. There are several factors
that contribute to the actual abuse of the drug.
[Slide.]
That is why, when we use the term "abuse

liability," we refer to the abuse potential of a
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drug, neani ng pharnmacol ogi cal properties of the
drug, and we incorporate, we take under
consideration, a social and public-health factor

Under the social, we incorporate the hunman
sometines extremely difficult to predict factor.
Thi s equation al so includes the use of synthesis,
the availability of the drug, includes what is
known about the drug, the information avail abl e of
the drug. So it goes beyond the pharnacol ogi ca
properties. It also includes the pharnacokinetics,
the chem stry, self-administration
drug-di scrimnation studies, but goes beyond that.

So, therefore, abuse liability captures
other factors and puts abuse potential into a
soci al and public context.

I want to also mention that usually
sometines these terns are used interchangeably.

[Slide.]

It is well known that nmu opi ate agonists
produce di verse effects such as respiratory
depression, anal gesia, mosis, drowsiness and al so
they i nduce changes in nmood including euphoria and
I'i king. Hydronorphone, oxycodone, norphine, all
are nu opioid agonists. They all share the sane

type of properties but they exhibit different
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rel ative anal gesi ¢ and subjective effect potencies.

When anal gesia, mosis and respiratory
depressi on are neasured, oral hydronorphone is
approximately four times nore potent than ora
oxycodone and nor phi ne whereas intravenous
hydr onor phone is six to seven tinmes nore potent
t han nor phi ne.

It has been al so shown that when euphoria
and reinforcing effects of oral and intravenous
hydr onor phone wer e eval uat ed, hydronor phone was ten
times as potent as norphine in drug-abusing
subj ects and in normal volunteers. Therefore,
based upon these nunbers, 10 nmilligranms or ora
hydr onor phone wi || produce conparabl e anal gesi a
effects to 40 m|ligram of oxycodone or norphine.

On the other hand, the sane 10 nilligrans
of hydronorphone will elicit an equival ent euphoria
to 100 milligranms of norphine. It is also known
anot her factor we consider in the eval uation of
abuse liability is what is known about the history
and abuse of the drug.

[Slide.]

Hydr onor phone has a docunent ed hi story of
abuse in the United States dating back to the 1970s

and it has been subject to the DEA Task Force
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1 attention. Hydronorphone was historically the drug

2 of choi ce anmobng opi oi d abusers who often

3 adm ni stered the drug intravenously after crushing
4 and dissolving the 4-nilligramtablet. Al so, DEA
5 reported that the 4-nmilligramDilaudid tablet

6 street value averaged $40 and that Dil audid

7 continued to be diverted and abused.

8 In the next two slides, | wll highlight
9 sonme of the findings of the Drug Abuse Vrni ng

10 Net wor k Medi cal Exami ners conponent. Yesterday,
11 you have heard about one of the other databases
12 reporting in DAWN. That is the energency

13 departnment. But | will be tal king about the

14 medi cal exami ner's component.

15 Also, | will present to you rates,

16 drug-abuse rates, per prescriptions dispensed and
17 finally I will discuss the Iinmtations that apply
18 when cal culating those rates. You will see there
19 are many.

20 [Slide.]

21 The DAWN Medi cal Exami ner's dat abase

22 reporting for the '99-2001 period 132

23 hydr onor phone-rel ated deaths and 1, 272

24 oxycodone-rel ated deaths for the sane period of

25 time. Adjusting these nunbers by the total nunber
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of retail prescriptions, the death rates expressed
as nunber of deaths per 100,000 prescriptions are
7.5 deat hs per 100,000 prescription for
hydr omor phone, 1.8 when consi dering the whol e
oxycodone mar ket included single product and

conbi nation products.

When recalculating that rate, if we only
include in the denom nator oxycodone single-entity
products, that rate changes to 6.1

[Slide.]

These rates should be, or these ratios
shoul d be, considered crude estimtes. W know
that the Medi cal Exami ner deaths do not represent
nati onal estimates and we know t hat DAWN only
captures 128 jurisdictions out of 3,000
jurisdictions in the whole country.

W al so know that the DAWN Medi cal
Exam ner Report may include nmultiple drug nmentions
and the cost should not be attributed to any of the
drugs ny itself. W also know that DAWN real |l y
i ncl udes brand nanes.

Tal ki ng about the linitations regarding
the denom nator, we know that sales data represents
the whole U S. market. W also know that the

denoni nators include all formnulations of the drug.
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Al though far fromperfect, the calculation of these
crude rates is relied upon in the field of

drug- abuse epi demi ol ogy and they have been used to
put these nunbers into a context.

Havi ng described all the limtations of
the calcul ation, we might say that the difference
in the rates mght reflect hydronorphone's high
potency. Maybe they reflect a different pattern of
abuse or naybe the reports have been captured in
different reporting areas.

[Slide.]

Based upon the data revi ewed,
hydr onor phone appears to have hi gher abuse
liability than other Schedule Il opioids. When
conpared to i medi at e-rel ease hydr onor phone
products currently available, due to high
concentration of hydronorphone in the formul ation,
Pal | adone has hi gher potential risks of m suse and
overdose than mght result in death.

Al so, Pall adone poses significant risk of
overdose in non-opioid-tolerant patients or if
Pal | adone is misused and abused.

[Slide.]

So, in conclusion, risk-nmanagenent

progranms shoul d be designed to address the risks
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associ ated with this high-dose opioid anal gesia
drug product and, as an exanpl e, Pall adone.

Thank you very nuch.

DR. KATZ: Wy don't you stay up there,
Dr. Calderone. Are there any questions fromthe
t abl e?

Dr. Skipper first and then Dr. Shafer.

DR SKI PPER. Thanks, Dr. Cal derone. Do
you, then, disagree with what Dr. Haddox said
earlier that human and ani nal -abuse liability for
hydr onor phone was typically--is norphinelike?

DR. CALDERONE: | think we are confusing
two terns. | totally agree that the subjective
profiles of the drug are the same. They both are
perceived different. W have higher euphori a,
hi gher liking w th hydronorphone and, in drug
abusers, they would rather go for hydronorphone
than for norphine in the sanme way that
hydr onmor phone is perceived differently than
codeine. They will actually see a differentiation

I think that this profile is the sane but
there are differences anong the nu opioid ful
agoni st s.

DR SKIPPER: So the abuse liability is

hi gher for hydronorphone?
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DR CALDERONE: |If we consider the human
factor that is sometines so difficult to predict
because we cannot control, the abuse liability is
hi gher.

DR. SKIPPER:  Thank you

DR KATZ: Dr. Shafer.

DR SHAFER A couple of things. | think
that you have cherry-picked the data to nake your
presentation. |If you take a | ook at various
estimates of anal gesic potency, relative anal gesic
pot ency, for hydronorphone and norphine, the
Canadi an package insert gives 7 to 11, based upon
acut e- pai n studi es.

Hi Il and Zackney cite a figure of seven-
to eight-fold difference in anal gesia potency.
Maher and Forest, 1975, give 8.6. Goodnan and
Gllman list 7.7. The only study that is
approxi mately 4, which you cite, is the study by
Dunbar of 1996

Simlarly, if you |l ook on the other side
of the equation which is the subjective effects of
the drugs, Jasinski actually gives a figure of 9
But if you | ook at the standard errors on that, it
ranges fromO to 20, so it is not an exact nunber.

| nean, there is quite a broad variation there.
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On the scale of subjects liking, the
particul ar thing about what do subjects taste when
they get the drug, he actually gives it a 6.8 which
puts it right in the niddle of the relative potency
for analgesia. |If you |look at the scal es that
Jasi nski has used and the maxinmumeffect in termns
of subjects liking, they are indistinguishable for
mor phi ne and for hydronor phone.

H Il and Zackney give a figure of 10,
which is the figure you cited. But, again, their
standard errors on that range from6 to 20. So it
is not clear fromlooking at the data that were
provided to us that it supports the conclusion that
you have drawn.

DR CALDERONE: Hill and Zackney confirm
or they reported, ratio in terns--when analgesia is
measured, they conpared 7 to 1. The equa
anal gesi ¢ dose they use is 7 or, | believe that
they have gone to 7.7 and their cal culations were
7.7.

In terms of Hill and Zackney, they al so
confirm Jasi nski nunbers. W have variability in
terns of the scale. That is sonething that we face
and it is part of the design and the nethodol ogy

for these types of clinical-abuse liability. But |
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feel very confident we can report it as a ratio but
| feel confident that the euphoria and subjective
ef fects induced by hydronorphone, the rate is

hi gher than equal doses

So an equal anal gesia dose is the euphoria
and the liking is higher.

DR SHAFER:. Al | will say is that the
data that we were provided, the nunmbers don't |ine
up.

DR. CALDERONE: If you read the | ast
concl usion fromthe Zackney paper--for the H Il and
Zackney paper--he confirnms a rate of 9 to 10.

DR SHAFER | will read the conclusion if
you want, but his actual words are, "slightly
hi gher,” which is a little bit different than how
it is being represented.

DR KATZ: Dr. Aronson.

DR. ARONSON: | want to pick up on a point
of your discussion. | think it is a segue fromthe
question that was just asked prior. | appreciate

your conclusions that this is a drug of choice by
addi cts. | understand the differences of those
concl usi ons being drawn. But one of the conments
that was made in this norning' s series of

di scussions that continues to resonate in ny mnd

file:///IC|/Daily/0910anes.txt (136 of 357) [9/17/03 9:51:24 AM]

136



file://IC|/Daily/0910anes.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

was the estimation that there is about 5 percent of
patients who have pain that will becone addicts.

What is your opinion? |s there data to
suggest that the likelihood of that popul ation,
that specific popul ation, not the addict popul ation
but the patient with pain who could becone an
addict--is that chance greater with this drug in
your opinion and is there data to support that?

DR CALDERONE: | don't we don't have data

to support the actual--to support iatrogenic

addiction. Wiat | think, it will be an actual
estimate. | think that the percentage is very
dependent on the paper you read. | know that those
in Fishman reported, like, the incidence of the

addiction in patients could go even from5 and
believe it is up to 15 percent.

So your question is the hydronorphone--|
woul d say that hydronorphone is a very potent and
positive reinforcing drug. | think that we don't
have a study to support that it will induce--the
rates of addiction will be higher with this drug.

DR KATZ: That is a research area of mine
so | can contribute, | think. 1In terns of the
question of what is the incidence of new cases of

addi ction in patients who were not previously
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addicted resulting fromthe therapeutic exposure to
opi oids for the treatment of chronic pain, the
answer is that there are no studies that address
that issue. It is not that there are conflicting
studies. It is that there are no studies.

The sane is true for patients with risk
factors for addiction. There are no studies that
address that issue.

Dr. Skipper?

DR SKIPPER: | just wanted to ask one
follow up. Have we done anything to | ook at street
val ue, | mean conparative, because it seens |like
have read that hydronorphone has significantly
hi gher street val ue than--

DR CALDERONE: Actually, we don't do
those type of studies. The information |I presented
was provided by the DEA but | really don't know if
the sponsor and the RADARS data is collecting any
type of information like that. | don't know.

DR. KATZ: Wbuld the sponsor care to
respond to--

DR. CALDERONE: The sponsor m ght have
some other information than what we have.

DR CICERO | am Ted Cicero, again, from

Washi ngton University. Yeah; we do. | think, at
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| east for OxyContin, the street value is about
$1.00 a mlligramas it goes up. The
hydr onor phone, itself, is about $40 a tablet, as

best we can tell.

There was al so, | think, the question
about potency. | think that was raised and | think
one of the questions canme up and if | can, | would

just like to interject at that point. There is no
data. There is absolutely no data to support the
assunption that conpounds with high affinity for
the mu opiate receptor are intrinsically any
different in their abuse liability.

I think what is getting confused here is
that potency is a very different issue in terns of
efficacy than it is in terns of producing abuse
liability. |If you look at the data, all the data
in humans and animals, if it has affinity for the
mu receptor, it is guaranteed to have reinforcing
effects and have a potential for abuse liability.
Intrinsically that is a feature of all conmpounds
that have an affinity for the nmu agonist.

The fact that one conpound requires a
m cr ogram wher e anot her conpound requires a
mlligramto produce the sane effect is irrelevant.

This is an inportant point because you are
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suggesting that a given conpound, |ike
hydr onor phone, has nore intrinsic abuse potentia
t han anot her conmpound such as fentanyl. That is
sinply not correct and that is based on many ot her
factors that enter into it

DR KATZ: Thanks. Just to return to the
progr am

DR. CALDERONE: | really want to go back
to that question. | really disagree

DR KATZ: Go ahead. Dr. Cicero, you can
go ahead and sit back down. Thanks for your input.

DR CALDERONE: | really disagree with
that statement. It believe that abuse liability is
nmore than receptor occupancy, nore than binding.
There is a human conponent into the abuse
liability. It is true, like, Goodman and G || nman
even cites the abusers do not distinguish between
heroi n and hydr onor phone and t hey do di stinguish
bet ween heroi n and any ot her opi oids.

If you have an abuser, will go for the
hydr onor phone, will not go for the codeine. So,
al though this is independent of the potency and the
receptor occupancy, we know that abusers
di stingui sh between opioids. That is why we try to

i ncorporate the human component into the
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abuse-liability cal cul ation.

DR. SKIPPER Wuld it not be--1 amjust
foll owi ng up ny question.

DR KATZ: If you could just, next tine,
indicate that and I would be happy to recogni ze
you.

DR SKIPPER: Ckay. | thought | was stil
recogni zed. But, anyway--

DR KATZ: You weren't.

DR SKIPPER. Okay. M light was stil
on.

DR KATZ: You forgot to turn it off.

DR SKIPPER: Wuld it not be valuable to
do sonme survey to see, at the street |level, how
addi cts value this because wouldn't that be where
the rubber neets the road, to take into effect the
human conponent and is there any plan to do that?

DR CALDERONE: | don't know of any plan
to do that, but | think that the study should be
designed carefully. W need to think about--the
details of the study should be really clear. But
it will be extrenely val uable to have that
i nformation.

DR KATZ: Just to respond. There was a

study published by Dani el Burkhoff a nunber of
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years ago who did go into a prison to patients

i ncarcerated for opioid abuse and asked themto
rate which ones they liked nost to least. | forget
the order, but hydronorphone was near the top of
that |ist.

Dr. Skipper and then Dr. Shafer and then
Dr. Cush. Dr. Shafer?

DR SHAFER Let me nention that the
subject on the table here is a pharnacokinetically
nmodi fi ed form of hydronorphone. That is very
rel evant because the one place where these drugs
are distinguished is the rate of onset. Heroin has
a very fast onset. There it is really the rate of
crossing the bl ood-brain barrier.

Hydr onor phone has an exceedingly fast rate
of crossing the blood-brain barrier and | am not
surprised to know that subjects find the
experiences very simlar with I.V. dosing of the
t wo.

Wth an oral formwhich is intended to
actual |l y--and, as you saw fromthe graph where the
levels in the plasma rise very slowy, that
phar macoki netic difference between the two |.V.
pushes of the drugs, or let ne say the

pharmacokinetic simlarity in terns of the brain
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143
concentrations following I.V. push are virtually
irrelevant, so it is not clear how extrapol at abl e
those data are.

DR KATZ: | think, to summarize, it is
cl ear that hydronorphone, by any form has a high
abuse liability.

Dr. Cush?

DR. CUSH. | don't have questi ons.

DR KATZ: Are there any other questions
for Dr. Cal derone based on her presentation?

Thank you very much for speaking with us.
Qur next speaker will be Dr. Mary Jeanne Kreek,
whom | am delighted to introduce. She is a
prof essor and Head of the Laboratory of the Biol ogy
of the Addictive D seases at Rockefeller
University. Anyone who has got even the nost
tangential interest in this area will know that Dr.
Kreek has been really a pilar of this whole field
for an extended period of tinme and it is a
privilege for us to have her here.

Long Acting Opioids: Challenges in Pharnacol ogy

DR KREEK: Thank you very much, Dr. Katz

[Slide.]

Thank you all for inviting ne to be here

today. | have been asked to speak today on the
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general topic of challenges with | ong-acting

opi oids. What | amgoing to cover today wl|l
really be a mxture of topics but really focusing
on ny perspective which is addiction and the
treatment of addiction.

I really have to put up for sonething that
is not on any slide, but I will be addressing
different kinds of problens related to |ong-acting
versus short-acting opiate use, sone of the
nuances, sone of what | perceive, at least, are the
soci etal needs at this tine.

But, at the sanme time, | would like to
poi nt out one question that | think has not been
asked today and | amgoing to put it up front
because | think it is very central to when you are
consi dering abuse liability, and that is who is the
abuser and who is participating in abuse. It is an
addi tional question to the very cogent superior
gquestions | heard about where is it conming from
howis it coming, howis it getting to the abuser.
Those are all very, very inportant questions. But
who is the abuser is also a critical question

I will tell you fromyears of trying to
answer that question, being forced to answer that

question, | have found that nost of the abusers in
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our urban centers are persons who actually have
heroi n addi ction and are | ooking for either
sustaining their heroin addiction and/or unable to
get into treatnent.

I think one thing | would like to say a
priori; we nust, as a society, | think, accept
addi ctions as di seases separate from each other in
their later forms and we nust aggressively treat
t hose addictions so we decrease the nunbers of
persons at risk while--and | amprimarily a
scientist--we try to |l earn nore about the basis of
addi ctions, who is vulnerable, what are they
vul nerabl e for and how can we do better primary
prevention as well as early intervention

Those are ki nd of philosophical comments,
but I think they need to be said and we do need to

ask who are the people msusing drugs of abuse.

[Slide.]
In terms of major issues, | amgoing to
start with ny summary first and then I will go into

sone of the specifics. Your handout, handed out
today, if you got a colored copy, is actually
easier to read. If you didn't, I"'msorry, but it
will gointo things | certainly won't have tinme to

cover.
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Maj or issues; | think education is
critical. How we are going to do education, how
the FDA, DEA, all our wonderful regulatory
organi zations and our scientists and our schools
and our private sector can all provide education
We all have to work together to do it.

There are sonme mmj or problens very

specifically related to physician use or

prescribing of long-acting opioids. They are nmjor

problens that | think we need to think about

addressing generically as well as specifically.

One, there has been a | ack of education in

recent years of classical pharmacol ogy,

phar macoki neti cs and pharmacodynam cs. That is a
general statenent that | think we all will concur.
Look at nedical students now as opposed to five,
twenty and thirty years ago.

However, having said that, that is no

excuse. It needs to be updated and it needs to be

made adequate. One of the real gaps | have found,
as | have lectured to scientists but al so
physi ci an-scientists and physician groups, is the
| ack of know edge about |ong-acting versus
short-acting opiates, nu opioid receptor agonists.

That is astonishing. | also find that
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| ack of know edge with DEA and FDA and others in
regul ation as well as many other |ay people. So
think we need to worry about the nedical education
We al so have had both di scovery, synthesis and
devel opment of both intrinsically |ong-acting,

met hadone, LAAM buprenorphin as well as
formul ati on of short-acting conpounds into

| ong-acti ng preparations.

[Slide.]

There is also a | ack of nedi cal -school and

ot her heal t hcare professional and neurosci ence
educati on about addiction. The specific
addi ctions, approach to treatnent, identification,
di agnosi s and nanagenent. There is a real |ack of
awar eness of prevalence. 10 to 20 percent of all
Anericans have an addiction. Look around the room
There are a lot of you.

There is lack of know edge about genetic
vul nerabilities, predictable chronic-drug-use
i nduced changes in the brain and environnmenta
factors ranging fromearly prenatal and perinata
problens to set and setting, peer pressure,
availability and host factors.

So we have physicians as well as other

heal t hcare professionals who don't know enough

file:///IC|/Daily/0910anes.txt (147 of 357) [9/17/03 9:51:24 AM]

147



file://IC|/Daily/0910anes.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

about the |ong-acting versus short-acting mu

agoni sts pertinent to today's discussions and we

al so have physicians and heal t hcare professionals
that have been taught very little about addictions.

There are medi cal schools that do a very
good job in one or both and there are sone that do
a poor job in both. The sane is true for nursing
school s, for science educators at the post-graduate
|l evel. We, therefore, have problens. |nadequate
know edge; that can lead to increased norbidity and
mortality which | am al so concerned about. Today
is focused on abuse liability, but I can concerned
about the deaths that occur when physicians
m sprescri be because of |ack of know edge.

[Slide.]

There are al so physicians wth inadequate
time. The pressures of HMOs force many physicians
to be close to script witers even though they
didn't plan to do and they don't want to be. The
majority of problens lay in these two real is;

i nadequate tinme, inadequate know edge. Sone do

wi sh for profit or are willing to, for diverse
reasons, become prescription witers; that is, the
illicit practice of nedicine.

| do think this is also inportant.
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Sinmlar constraints of specific education and tine
|l ead to i nappropriate enforcement. | have had the
great privilege to teach many DEA field officers
about | ong-acting versus short-acting opioids and
when it is appropriate to use which. | have to
say, they have been incredible responsive. Denise
Curry and | have discussed over the years how
wonderful it would be to have even broader teaching
manual s for our enforcement people. This, of
course, is in our context of pharnacotherapy for
opi at e addi cti on.

[Slide.]

What are the preval ences of addictions in
the U S.? Approximately 15 million alcoholics, 2
mllion cocaine addicts and about 1 nillion heroin
addicts. You see absolutely lacking on this slide
persons who are addicted to licit drugs and broken
out by type like nu agonists. W actually don't
have those data. W have tal ked about it today,

the need to general better data, nore data.

Many groups have tried. It has been very
difficult to do so. It needs to be done nuch nore
thoroughly. There will be inherent problens even

if one does a better screening. For instance, we

have just heard by the DAWN network, you get a
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denoni nator that is sinply conpound. It cannot be
finer than conpound. You do not know the

fornul ation, the route of adm nistration, the node
of administration, when you do such ki nd of

det ecti on.

This is sonething that | nay or may not
get to today but | want to point out that
approximately 1 in 10 to 1 in 20 who sel f-expose to
al cohol becone al coholics. About 1 in 10 to 1 in
20 that self-expose to cocai ne becone cocaine
addicted. About 1 in 3 to 1l in 5 that self-expose,
nonprescription, non-nedically indicated, to
heroi n, becone heroin addict ed.

Again, this becones terribly inportant
when one considers the question of who is m susing
or abusing a drug such as an opiate formul ation.
Is it soneone is already addicted? |Is it sonebody
who is a drug abuser trying a |lot of things? |
think we could expect to see very different Kkinds
of out comes dependi ng on how we define the terns.
Critical.

[Slide.]

VWhat are the factors to devel op an
addiction. This is actually a very early

forrmulation fromny lab but | don't think there is
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much controversy about the three nmjor types of
components. We now know that, of course,
environment plays a very inportant role and | have
run over sone of these, set and setting, cuing,
comorbidity, both psychiatric and nmedical, as well
as peer pressure, stress and stressors which is on
some of your handouts, not on others, | am not
going to get into today.

I would be glad to cone tal k another tine
about that, but we know that stress and, indeed,
pain is a stress, stress alters responsivity. But
there is evidence to suggest in the setting of
pain, there is less of a pleasant euphoric drug
effect and nore of a pleasant relief-of-pain
effect.

Genetic factors. This is sobering but
many studi es have shown that 25 to 50 percent of
the relative risk of devel oping addiction is on a
genetic basis. The studies for alcoholismare
three decades old. The studies for other drugs of
abuse are nuch nore recent. However, there is a
controversy about whether or not there are specific
genes dictating for specific addictions.

Qur own fornulation is closer to that of

M ng Swann at Harvard which is there will be many
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pol ynor phi snms of nmany genes contributing to any
addi ction. |f one happens to have depression or
anxi ety syndrone, the genes contributing to those
di sorders may al so contri bute.

But there will also be some variants that
are very specific for specific types of drugs of
abuse. | think the data, not only epidem ol ogy but
of specific pol ymorphisms, is beginning nowto
bubbl e up to support that Swann hypot hesis which we
al so agree with.

Drug-induced effects. This is extrenely
important. The people to ny left may get nervous
about it but we know that chronic exposure to drugs
of abuse alter the brain. W also know, however,
that the on/off effects of drugs of abuse alter the
brain in ways that sometines steady state doesn't.
Now the people to ny left will feel very happy
because what nmy | ab has shown is that the nore one
approaches steady state, the | ess problens you get
in altering the brain and those very brain changes
may contribute to the behaviors that we know as
sel f-administration and addiction. It is a
power ful statenent.

[Slide.]

We know t he endogenous opi oi ds are

file:///IC|/Daily/0910anes.txt (152 of 357) [9/17/03 9:51:24 AM]

152



file://IC|/Daily/0910anes.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

i nvol ved in each of the addictions. | have heard
no di scussion of those today. Probably it is in
nore arcane sessions but, in fact, we are al ways
tal ki ng about the conpetition between the need for
more, the lack of enough endogenous opioi ds and,
therefore, the administration of exogenous opi ates,
whether it is for the relief of pain or nodul ation
of other systens.

[Slide.]

The nu opioid receptor was cl oned about a
year after the delta receptor was cloned by Kiefer
and Evans, and Leah Yu and George Uhl. Two groups
si mul taneous came up with a nu receptor which is
this |l ongest one and which has nore uni que am no
acids, primarily because of its length, with the
ot her uni queness of each of the three receptors
residing in this extracellular and intracellul ar
space where binding occurs and where signha
transduction occurs.

This is going to be inportant. | amsure
this commttee has seen cone and go kappa |i gands
and will see com ng and going delta |igands as well
as mu |igands. They have some actions in comon,
sone differential actions and they, in part, mmc

t he endogenous opi oi d system
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[Slide.]

It was alluded to by Dr. Katz that | have
been in the field for sone years and sonetines ny
former nmentor, Dr. Dole, likes to refer to the fact
that | started when | was five or six, which is
very conplinentary. But in 1964, | had the
opportunity, as a first-year resident in interna
medi cine to cross 68th Street fromwhat is now
Cornell Medical School New York Hospital to the
Rockefeller University to join a teamthat was then
coal esci ng headed by Dol e who recruited two wonen,
Dr. Nei swander, a seasoned psychiatrist working in
addi ction, and nyself.

As we would, like with this people that
Marie sent us to see on the streets of New York and
the prisons and the detox centers, Vince and
becane convinced, and now | think there is
incredible data to support it, that heroin
addiction is a disease. It is a netabolic disease
of the brain with resultant behaviors of drug
hunger, drug sel f-adm nistration, despite know edge
of negative consequence to self and others.

It is not sinply a crimnal behavior or
due alone to any sort of personality or other

personality disorder. The el egant studies of
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Wi sman and Ronceville and others have shown that a
wi de spectrum of psychiatric di sorders may be
conorbid conditions. |Indeed, if you |look at the
flip, about 40 to 50 percent of heroin addicts have
no conorbid condition

[Slide.]

Heroin is very short-acting in
sel f-admi nistration, therefore, self-admnistration
occurs three to six tines by the heroin addict.
When they can't get heroin, they will |ook for
anot her reinforcing drug. And, yes; intravenous

hydr onor phone, intravenous norphine, are high on

that |ist.

When they can't get a reinforcing agent,
they like to get illicit methadone. It has been
out there. It was called "dollies" when we began

our work, dol api nhydrochoride, and, in fact, they
woul d all say, "If you can get nothing else, take a
dolly. It will help you get through your
wi t hdrawal synptomns."

Now we hear illicit use of nethadone by
many who are saying, "Take nmethadone and
sel f-medicate while you are waiting to get into a
treatnment program” W have inadequate treatnent

programs primarily, | believe, because nedica
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education has not taught this is the disease that
must be addressed by physicians and all the
manpower that goes wi th physicians, healthcare
personnel, in general. | think that is

extraordi narily unfortunate.

If you look at this arrow which follows
our narcotics bl ockade tol erance paper of '66, you
will see the what we ask after the first studies
where we had found that one could induce people
into treatnent with this conmpound, and | will cone

back to that in a mnute, we had to study its

safety.
[Slide.]
VWhat were our goals in '64 for a
medi cation to treat an addiction? | present these

because | think they are critical for treating an
addi cti on but what we have | earned, and what we had
| earned by the first ten years of our work, nmade us
begin to education pain specialists. | think sone
of you may cringe on the conmttee but, in fact, it
was crossing the street to Menorial that all owed us
to help share what we were learning with Dr. Hood,
Dr. Foley, Dr. Portenoy, names known to many of
you, about the potential efficacy of |ong-acting

opi oids and, contrary to ny nedi cal -schoo
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education, that tolerance devel ops much nore slowy
when you have sustained opioid | evel than when you
have intermttent opioid | evel, sonething now
readdressed and affirmed in ani mal nodels by many
groups.

So we wanted a long-acting opiate to
prevent w thdrawal synptons, to reduce craving and
al so to normalize any physiol ogic function
di srupted by drug use. W wanted to target
treatnment agent to a specific site of action such
as the receptor.

Dol e, along with Collier and Martin, and
our group, the three of us at Rockefeller, we
tal ki ng about opiate receptors in '63, '64, as the
wor k was conceptualized and then initiated in '64.
But the receptors were not fully defined
satisfactorily until '73 when Schnei der, Teranius
and Sinon, all three, did so within a nonth.

[Slide.]

We al so wanted a medi cation that was
orally effective. Wwy? To get away fromthe lore
and the dangers, then hepatitis B, later HV, now
C, of use of needles, sharing of needles. W
wanted a--and | think this is critical and not

necessarily satisfied in some fornulations into
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| ong-acting, perhaps of |ong-acting, drugs a sl ow
onset of action, a long duration of action and a
sl ow of fset of action.

Now, there are two kinds of |ong-acting
compounds, but, at that time, we were |ooking for
one with intrinsic |ong-acting properties.

[Slide.]

Ray Hood had been, as part of the U'S
governnent, in postwar Gernmany and had brought this
conmpound back thinking it mght be good for pain
managenment. |t had never been brought to the
clinic in any of its studies in Europe. This
conmpound was studied by Hood at Menorial and
Beecher at Harvard. | am sure sone of you have
read the classic papers where they found a single
dose of nethadone was sinilar to norphine and
ef ficacy of about three to six hours.

But when multiple doses of norphine were
given to an opiate-nai ve person, both Hood and
Beecher saw respiratory depression ensue. They
knew, therefore, that nethadone woul d not be good
to give to opiate-naive or weakl y-naive persons
They, therefore, dropped it from nuch nore studies
for pain and, in fact, it had been used only very

nmodestly by the Lexington group for short-term
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159
detoxification of opiate addiction.

But when | read that study, or the
studi es, from Beecher and from Hood, it becane
apparent to nme that, even though we had no gas
chr omat ogr aphy, no radi oi nmunoassay, we had to | ook
and talk to patients to make our observations, that
thi s conpound night be intrinsically |ong-acting
and, clearly, norphine and heroin, in its diacetyl
man- made variant, are not. They are very
short-acti ng.

[Slide.]

So we started with | ow dose net hadone 10
to 20. This is an induction which is stil
recomrended for met hadone and buprenorphine. Start
with | ow doses and taper them up even when you have
evaluated that a patient is tolerant, then, going
up still slowy, so that the degree of tol erance
was never exceeded. W found that a person could
be totally functional behavioral with no drug
cravi ng.

[Slide.]

In our cross-tol erance studies, we
superinposed intravenous heroin, intravenous
hydr onor phone, intravenous net hadone and

i ntravenous sal i ne agai nst the background in two
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series, each four weeks |long, of Latin square,
doubl e- bl i nded designs. W found that 80 to 100
mlligrans a day of nethadone woul d bl ockage
agai nst the intravenous effects of up to 200
ml1igrams of heroin.

Now, these were inportant studies that
have been replicated four tines for nethadone, two
times for buprenorphine and two tines for LAAM
Cross tol erance develops. Cross tolerance is
critical

When we introduced the concept that
met hadone, indeed, is superb for nanagenent in
chroni c-pain patients, and parenthetically has
becone the major anal gesia of choice in severa
countries, we taught induction, stabilization, but
here to stay just over the degree of tolerance
devel oped by an individual to be able to achi eve
pain relief.

And the groups doing that find that much
| ower doses sonetines in the realmof 30 to 50 ngs
a day are adequate.

[Slide.]

One can see this tiny bunmp clinically
observed. W found that, indeed, nethadone was

profoundly different; oral onset after 30 ninutes,
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duration of action 24 to 36 hours and wi thdrawal
symptons after 24 hours. But it was not until a
few years later, about nine years |ater, that Chuck
Interisi and | independently devel oped gas

chr omat ogr aphi ¢ met hods for neasuring plasma |evels
of met hadone.

What one sees after an oral dose is this
nmodest rise, barely a doubling of the nadir and
then a steady state over the 24 hours. The 22 to
24- hour data were not published until 2000 when Jay
Pett let us publish it as part of a PET study. It
is flat as a pancake.

When net hadone is used in divided | ow
doses for managenment of pain, nost of ny coll eagues
in pain managenent prefer to give it two tines a
day or sonetinmes three to get this nodest little
bunp. It is not necessary to do so and we hold
their hands, but patients sonetines feel nore
confortabl e having that bunp.

Heroin has a half-life of three mnutes,
its 6-acetyl metabolite, 30 minutes and about four
hours for the active nonitor netabolite.

Met hadone, both Interesi and | learned, inits
racem c for use in therapeutics for pain or

addi ction has a half-life intrinsically of 24
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hours. Using stable isotope techniques with
sel ected ion nonitoring GAMS, we | earned that the
active enantioner has a half-life of 48 hours.
This is what we find at the 22 to 24th hour after
met hadone dose, flat as a pancake.

[Slide.]

W went on to ask how much occupancy of
the brain is required working with Eckel man here at
the NIH and Kenner Rice, we first were able to nap
thirteen major regions of the brain for mu
receptors not done before this study. W have a
steady-state ligand for radionuclide as |ong acting
as is the compound and we found that, indeed, the
pai n regul ation center of the thal amus has the
hi ghest anount of nmu receptors in healthy humans
followed by the |inmbic system which we know is
involved in reward, enotion and addiction, the
anygdal a, the anterior cingulate as well as the
nigra-striatal systemalso involve in |ong-term
menory and consol i dation, the caudate and putanen,
part of the nigra striatal system

[Slide.]

Shown in the orange bars, as we predicted,
there is less than 20 to 30 percent occupancy by

met hadone during steady state when doses of 80 to
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100 milligrams a day, adequate treatnent doses for
many patients, are used.

[Slide.]

We know that this was a predicted result
since our |aboratory and others had shown that each
of these functions, disrupted by the on/off effects
of short-acting opiates such as heroin including
stress responsivity, gonadal function, inmrne
function as well as other functions such as G
function, not mentioned here, all normalized during
st eady- dose net hadone treatnent.

So, 20 to 30 percent occupancy allows 70
percent or nore of mu receptors coupled and ready
to go with the endorphins acting there for their
normal nodul ation

[Slide.]

There are now 200, 000 people in the U S
in treatnment with methadone. That is about
one-fifth of the estimted persons eligible for
treatment and net hadone is still hanpered by
regul ations that insists there be one year of
heroi n addiction, nultiple regular
self-administration. The one alteration when
bupr enor phi ne was approved | ast year by the FDA for

treatnent of addiction was DSM |V di agnosi s of
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addi ction was allowed as entry. That woul d be
about two to three nonths of daily nultiple
sel f-admi nistration in nost cases.

We know that there is a voluntary
retention in good progranms which use 80 to 150
mlligrans a day of nethadone conbined with
adequat e doses of behavi or and counseling as
docunented by the MLellan-O Brien group to be
essential and that heroin use steps down so that,
by one year, | ess than 20 percent of programs using
adequat e nedi cation and behavior had any illicit
her oi n.

[Slide.]

When you see higher uses than that, you
have to be concerned. W also have |earned severa
thi ngs about this conmpound. Al nu opiates are not
alike. They are full agonists. They are parti al
agoni sts. A beautiful exanple of a new treatnent
medi cation that is a partial agonist is
bupr enor phi ne.

Mu agonismis a characteristic of
met hadone with probably the fullest agoni smof any
compound according to Steve Childers | atest
cell -biological work. Also, after the cloning, one

coul d ask the question of what happens when
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endor phins bind to opiate receptors. You probably
all know that they internalize and we now know t hat
only two of the exogenous conpounds robustly
internalize after binding and the only one used in
phar macot herapy i s methadone. It behaves exactly
i ke beta-endorphin and net encephal on

It binds to the receptor and goes inside.
So what? We don't know yet, but we think it may,
in fact, have a great deal to do with the rate of
devel opment of tol erance--tol erance. Renenber
tol erance and physi cal dependence are di ssociable
di fferent nol ecul ar phenonenol ogy.

| was pleased to hear Dr. Kl eber deny
DSM |V and say dependence is not addiction. | hope
we can get the termchanged. 100 percent of
| ong-term opi ate-treated persons for pain are
opi ate tolerant and they are opi ate dependent.
They are not addicted. Addiction nmeans conpul sive
drug seeking and conpul sive drug taking despite
negati ve consequences to yourself.

A met hadone-treated patient who was no
Il onger using illicit heroin is no | onger a heroin
addict. |If they are not illicitly abusing cocaine
or another drug, they are no |onger an addict.

They are a forner addict in managenent with opioid
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phar macot herapy. Qur semantics are critical if we
are going to comruni cate.

Now, | heard today two or three different
peopl e say not nore than 5 percent of pain patients
becone addicted. Those are the guesstimates that
are usually out there. There have been no rigorous
prospective studies. They are very tough to do.

We appreciate that.

5 percent is not nobody and 5 percent is a
nunber that | think may, in fact, be correct
because we do know there are certain persons that
cone off their need for opiates. Their pain source
is gone and they cannot be tapered off. | will say
I think the very best pain doctors continue to
manage them and nmanage them correctly.

Sone pain doctors are nervous about that.
The patients, therefore, do doctor shop. When they
doctor shop, they get the |label of addict. W all
in our treatment resources, have sone persons
referred to us who have been shoppers. Qhers
simply difficult-to-nmanage pain patients and other
persons that no | onger need it.

The final "twofer,"” if you will, with
met hadone, or maybe it should be a "threefer,"” now,

full agonism internalizes |ike endorphins and both
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enanti omers have NVDA- ant agoni sm nodest activity.
Therefore, like the MKB01 which started in the
clinic and failed, but we know that NVDA

ant agoni sts do attenuate tol erance.

So it is hard to dissociate with nethadone
whet her the very, very slow devel opnent of
tol erance i s because of full agonism
internalization or NVDA antagoni sm or somne
conbi nati on of above.

[Slide.]

Now, we know that desirability, craving,
hunger lead to self-admnistration. W know the
dopani nergi ¢ systemis involved in this and we know
that certain regions of the brain play a real role,
and we know that nu agoni sts can alter dopam nergic
function. But there is anple evidence, including
the work from Koobenbl oom and from our own | ab
suggesting you can get rid of dopam ne and there is
still self-administration

You get rid of the nu receptor and there
is no self-admnistration. However, | think key to
all the considerations of any conmpound is in the
reinforcing properties of opiates and, to date,
nmost but not all other drugs of abuse, the

exception being the hallucinogens. But the rapid
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168
rate of rise, be it of heroin or of cocaine, in
bl ood and presumably brain are positively rel ated
to their reinforcing effects.

So if you recall that first curve of
heroin, rapidly up, rapidly down, the rapid fal
fromblood and brain of drugs of abuse are
positively related to the onset of the negative
reinforcing or withdrawal effects. So, ideally,
one wants to achieve a steady state.

[Slide.]

Now, unfortunately, many formulations try
to achieve that, but the flatter the curve, the
better, the slower the onset the better, and the
| ess possibility there is for crunching, noposhing
or whatever terns are currently used in the package
insert, the better.

I would argue that intrinsic properties
are even better because intrinsic properties you
don't have to worry about formulation. You take
the conpound as it cones. W have been able to
show - and those of you who are rat and nouse
doctors, like | ampart of tinme, methadone is the
fastest half-life of the mu agonists in the rat and
nouse. 48 hours in humans for the active

enanti omer, 24 hours for the racemc.
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Half-life in a nouse is 60 m nutes.
Half-life inrat is 90 mnutes. So if you read a
study on nethadone in the animal, you have to
rethink that.

[Slide.]

LAAMis also very long-acting. LAAMis
enj oyi ng sonme use but not a |ot because of the QT
interval. | would love to speak to the FDA about
the QI interval issue another time. W have very
good conmput er-driven EKG nmachi nes now which is
overreading in every nmedication. So we have got to
get the cardiologist to weigh in what is clinically
relevant. That is across the board for AI DS drugs,
phychot rophi ¢ drugs, opiate drugs, et cetera.

LAAM has netabolites that are active,
unl i ke net hadone, and the nmetabolites make it even
| onger acti ng.

[Slide.]

Bupr enor phi ne approved a year ago is a
compound which is a partial agonist, no oral prep
The sublingual prep, however, has enornobus abuse
liability in many countries of Europe and India.

This has led to its being reconmended to
be fornul ated with nal oxone. The first nal oxone

preparation with an opiate was done in 1972 when we
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publ i shed a paper in 1973 that | bet not nore than
three in the room have read where we conbi ned
nal oxone with nmethadone. The problemwas we didn't
need it because methadone is an extrenely boring
drug.

I showed you its profile when given
orally. It has a very slow onset of action and,
even if you give it intravenously, it binds to
every plasma protein which we |ater were able to
elucidate. |Its first pass through the liver is not
rapid biotransformati on. We showed in a perfused
live prep, it is bound there and is slowy rel eased
like a gigantic spantab. So it sticks to al
proteins, specifically and non-specifically. It is
rel eased fromthe liver. Unchanged nmet hadone cones
out in bile, undergoes enterohepatic and cones into
the bl ood stream as unchanged net hadone.

For nost conpounds, that is not true.

Bupr enor phi ne i ntravenously does have a very rapid
onset of action. Therefore, many abusers woul d
take the sublingual prep elixir and inject it to
get a high. By adding nal oxone, nal oxone has a
half-life of only thirty mnutes so you don't
protect all the opioid-agonismeffect, but you

bl unt the high.
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The sane was true with the old T's and
bl ues probl em where nal oxone was added to
pent azazi ne whi ch was being used intravenously.

You prevent the high by adding the nal oxone,
therefore decrease the bioavailability. Whereas
bupr enor phi ne has a | ong dynam c action of 24 to 48
hours, its half-life is extrenely fast, three to
five hours. |Its sustained action is due to its
very | ong mu-opi oi d-receptor occupancy.

That occupancy is so tight, however, that,
in the anesthesia literature, some of you will be
aware of a few anesthesi a-overdose deat hs where
nal oxone and nal trexone and nanefi ne coul d not
reverse the effects of buprenorphine, not many when
taken by the sublingual route. The maxi mum
effective dose in humans is 24 to 32 nilligrans.
Unlike the rat, there is not an inverse-agoni st
effect.

[Slide.]

The treatnents for addiction now. The
effective ones are the top three, nethadone
mai nt enance, LAAM nai nt enance and
bupr enor phi ne- nal oxone mai nt enance whi ch are
conpar abl e except for the fact for those with high

degree of tolerance and physical dependence, the
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hi ghest dose, effective dose, of buprenorphine, 24
to 32 ngs, approved 16 ngs, is the equivalent only
to 60 to 70 ngs of nethadone.

The Hopkins group of Stitzer and Bi gel ow
have recently reproven our early data that the
majority of patients need 80 to 150 a day of
met hadone and, in fact, with the purity of heroin
now so high in the Northeast, it may be even
hi gher.

So, to conclude, to provide the nost
effective treatment for major addictive di sease we
need to have a conbination of behavior and
phar macot herapy and nu agoni sts are our answer for
those long-term heroin addi cts and ot her opiate
addicts. To provide the nost effective treatnent
of pain, we need |ong-acting mu opioid agoni sts.

[Slide.]

We need them both. So | would propose
that any heal thcare provider should ask the
foll owi ng questions of thenmsel ves when thinking
about using a nedication. |Is the nedication
fornmul ati on short-acting or long-acting. That is
not a judgnental question. That is an acadenic
question. | put up front, |I think, for chronic

pain, long-acting is better
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On the other hand, you have to know what
| ong-acting neans, what its ramfications are, what
its dosing intervals are, once a day, tw ce a day.
You have to know precisely what its onset and
of fset are.

You secondly have to ask is this patient
opi oi d nai ve, nodestly exposed, |ong-term exposed,
and thus tolerant. Long-termformnul ations are
really not appropriate for anyone who i s not
| ong-term exposed and tol erant.

Finally, you have to ask the question,
does this patient have a problemw th sone kind of
drug abuse or addiction. Mst of our patients cone
to us with famly histories of alcoholism not
ot her drug abuse, because the other drugs were not
so avail abl e two generations ago, one generation
ago.

O are there other indicators suggesting
i ncreased vulnerability. Do you need to treat
persons with vulnerability to devel op a addiction
for pain? You bet you do. You need to treat
persons with an addiction who have bona fide pain
as wel | .

Peopl e ask me about managi ng net hadone

mai ntenance. | will tell you what you have to do
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is use a short-acting opiate superinposed on the
steady state of long-acting. Don't increase the
long-acting. It won't work for acute pain.
Superinpose it and then back of f quickly.

But we need to ask these questions--I
woul d argue we need to make every physician do a
check list to ask these questions and say, "Have
you answered each one of these?" before you make
your prescription.

[Slide.]

This is sinmply the conmpounds we coul d be
tal ki ng about.

DR. KATZ: Dr. Kreek, | amgoing to have
to ask you to wrap up because of the schedul e.

DR KREEK: That's it.

DR. KATZ: Thanks very nuch for your
insights. | appreciate it. | think we should take
the time for a question or two. Dr. Bril, you were
first.

MR. BRIL: Thank you for the fascinating
talk. | guess ny fundanental question then would
be what is it about this class of receptors that
results in an irreversi ble change, | guess, because
your addicts really need to be on a sustained

met hadone program or sone exogenous opi ate instead
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of endogenous production | ooking after the
receptors. \What happens that causes that?

DR KREEK: Actually, you have hit on
sonething that is the origin of a |ot of research
is there some way that we can make the endogenous
opi oids do the job. And the answer is acupuncture
doesn't get it up there high enough and all the
bl ockers of biotransformati on of encephalins have
not worked to date.

It is a laudable goal. | wll ask, are
there ot her exanpl es where brain changes occur and,
i ndeed, with many di seases, there are exanpl es of
the brain changes occurring. Sone of the changes
occur in Parkinsonismand Al zhei ner's and ot her
neur odegenerati ve di seases have sone parallels in
certain aspects of each of the addictions.

We know that, in endocrinopathies, in
general, and | would say as a class of diseases,
the addictions conme very close to sone of the
endocri nopat hi es where one has an excess, either
sust ai ned excess or pulsatile excess, of hornones.
One can see changes downstream fromreceptors in
signal transduction systenms and, on further
downstream in integrated, if you will, in this

case, neurobi ol ogy.
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So the fact that short-acting drugs of
abuse, and | could have shown you three zillion,
mRNA, peptides, proteomics, what have you, that
change, very notably, for the opiates, constant
interactive receptor bonmbardnent with a
short-acting opiate |ike heroin, Iike norphine,
alters the gene expression of genes that regul ate
our stress responsivity, for instance CRF and CRF
receptor. Those are downstream events.

But these, then, in turn alter behaviors.
VWhat we find when we give a steady dose which is
actual | y noderate or high, depending on your
perception, you undoubtedly increase the thernostat
to a certain point that a new honeostasis devel ops.

You can call it honeostasis, as you wll
recall frommed school, until it becones
di sproportionate. Then it becomes disruptive and
the word allostatis is used by McCuen and Koob and
others for that state. But we know that a steady
dose of, for instance, methadone, LAAM or
bupr enor phi ne actual ly all ows objectively studied
di srupt ed physiology to nornali ze.

We have many published studies as do nany
other people. So | can show those to you. But

notably is stress responsivity which our own group
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thinks is quite central to the acquisition and
devel opment of addiction. What | didn't get to
show you but we now have sone pol ynor phi sns that,
in fact, alter binding to beta-endorphin.

[Slide.]

Look at the two right-hand panels, signa
transduction after beta-endorphin binds.
Bet a- endor phi n requi res, obviously, the ful
integrity. This polynorphism one in five of you
in this roomhave a copy of, the allelic frequency
is that high. Friends of ours at Hopkins proved
what we predicted. They got there first. M
peopl e were furious.

[Slide.]

You gi ve nal oxone chal | enge, a paradi gm we

devel oped. If you have one copy of this very
common pol ynor phi sm you have different stress
responsivity than you do if you have the
het erozygote shown in bl ue.

[Slide.]

My friend Chuck O Brien did another study
| asked himto do, please. He had studied
nal trexone for treatnent of al coholism which you
guys approved a couple of years ago down here--nmany

years ago, actually.
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He and Krantzler got together. They went
back and consulted their patients who had been in a
nal trexone trial because they were consented for
genetics at the tine. This paper is just now
com ng out in Neuropsychopharmacol ogy. What Chuck
and Hank were able to show is that persons with one
copy of this variant are the ones that respond to

nal trexone treatment for al coholism nobody el se.

So there is a lot of exciting stuff com ng

along with pol ymorphism No doubt, the genetics
are playing arole. | can't tell you a thing about
addiction yet. That is not true, but | can't tel
you because the paper hasn't cone out yet. | can
tell you that the polymnorphisns are going to begin
to be essential, gentlenmen--1'msorry--for studies
of pain managenent in the future, in the very near
future.

Thank you.

DR. KATZ: Thanks very nuch for your
insights, Dr. Kreek. W appreciate it.

We are going to nove on now to the FDA
presentation. W are going to hear fromDr. Sharon
Hertz who is the Team Leader in the Division of
Anesthetic, Critical Care and Addiction Drug

Pr oduct s.
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FDA Presentation

DR. HERTZ: | can start off with a little
good news, | have no intention of speaking for an
hour so it will be just a few mnutes.

[Slide]

| amgoing totalk alittle bit about sone
of the challenges. W have heard a | ot about
chal I enges throughout the last day and a half. |
am going to tal k about sone of the chall enges for
the risk managenment of nodified-rel ease opioids,
specifically some of the issues and chal |l enges that
we have seen when | ooking at the proposed plan for
Pal | adone.

[Slide]

You have heard descri bed between yesterday
and today a lot of information. You have heard the
roles of the FDA and DEA in risk nanagenent,
benefits of clinical use of opioids, risks of
nm suse and abuse of opioids and data reflecting
those areas, and you have heard about concerns
around prescription opioid diversion.

[Slide]

We have heard general principles of risk
managenent, exanpl es from bot h non-opi oi ds and

opi oid prograns that already exist. Today we have
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heard about the abuse liability of hydronorphone,
specific features of the risk managenment program
that has already been started for Palladone, as
wel | as sonme of the chall enges associated with

| ong-acting opioids and addiction

[Slide]

I think the biggest concept that we have
heard though is that there are all these chall enges
so the task at hand for today, one of the tasks at
hand, will be, based on the discussion that we have
had--is the Pall adone ri sk managenent program as
it has been defined, likely to result in safe use,
limt the potential for abuse and mi suse w t hout
limting the access for appropriate patients. So,
will it achieve the basic goals that have been set
for it?

[Slide]

The chal l enges to ri sk managenent which
are conmon to Pall adone are conmon to all the
nmodi fi ed-rel ease opioids. | amgoing to go over a
| ot of these areas quickly because they have really
been covered a number of tines.

VWhile | amgoing to be review ng what we
think mght be sone of the Iimtations for this

plan, | just also want to state that we shoul d keep
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in mnd that this represents one of the nost
detail ed plans that has been established so far and
it really represents | think one of the best
efforts so far. So, we are going to discuss
limtations but keep in mnd that this is what we
have to work with so far.

[Slide]

The approaches to neeting these chall enges
have al so been di scussed between yesterday and
today in terms of the tools avail able and span
these areas of education, surveillance and
i ntervention.

[Slide]

These el enents of risk conmunication and
educati on have been incorporated into the Pall adone
pl an. One of the questions though that this area
raises is do we want to rely solely on the sponsors
of these products to educate physicians? And, we
need to think creatively about additional prograns
to hel p ensure that the physicians prescribing
these products are fully infornmed about the risks
as well as the benefits, and the proper approaches
for treating patients with chronic pain wth
opi oi ds.

One of the exanples for approaches for
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this has already been di scussed sonewhat, perhaps
linking licensure for prescribing schedul ed
products with sone type of denonstration of
adequat e know edge

[ Slide]

The surveill ance enconpasses several areas
we need to know about, exposure data, clinical use,
drug abuse, adverse event data. A number of
exi sting data sources have been incorporated into
this risk managenment plan.

[ Slide]

The National Prescription Audit from I NS
Heal th and the National Disease and Therapeutic
Index fromIM Health provide information on the
prescriptions witten and the patterns of treatnent
of disease encountered in office-based practice but
t hese dat abases cannot tell us whether the
prescribed drugs are used by the intended patients
or if prescriptions were witten appropriately.

The patient tracking and anal ysis report tracks
patients for the prescriptions filled by
participating pharnmaci es so while we can get sone

| ongi tudi nal information, again, it is not designed
to track non-nedical use. DENS is another existing

dat abase incorporated into this programthat | wll
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discuss a little bit later

[ Slide]

The abuse data has al so been descri bed,
sources of different information. | amgoing to
di scuss DAWN again in a nmonment. The Nationa
Househol d Survey, which has been retitled but it
escapes me right now, is sonewhat linited because
it is self-reported. The Toxic Exposure
Surveill ance Systemis al so sonewhat linted
because reports to poison control centers are nore
likely or sonewhat likely to represent
uni ntenti onal cases of exposure, accidental
exposure, as well as sonme intentional exposure but
it is not really set up to define abuse or set
rates for abuse.

[Slide]

DAWN has been frequently considered for
use as a nunerator. W have a database that
reflects events resulting in energency roomvisits,
or we al so have the nedi cal exam ners' cases. But
DAWN does not distingui sh between products for any

given opioid. At least historically, this hasn't

been true. There may be some changes to the system

that will be helpful for this in the future. There

are al so some other anticipated changes in the
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reporting of the DAWN data and for the near future
perhaps that is going to limt the availability of
establishing trends using this information.

[Slide]

As described today, we have heard about
t he RADARS program and the data sources invol ved
with that surveillance

[Slide]

Sone of the concerns with the Key
I nformant Network which, just to remind you
col l ects cases of abuse and addiction by survey
fromkey informants know edgeabl e about the
energence of drug abuse in their catchnent area,
i ncludes addiction treatnment specialists, pain
managenent specialists, inpaired health
prof essi onal prograns and ot her informants, but
there is an uneven geographical distribution for
the informants. About half are responding for each
survey and it is not necessarily the sane
participants for each survey. Sites with high
rates may be reflecting activity outside the
three-digit zip code. This sounds like it is going
to be addressed. Again, we have questions about

t he denom nator, what to use with this information

Also inportant to note is that this is a non-random
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sel ection of informants.

[ Slide]

The Drug Diversion study, based on | aw
enf orcenment personnel working on prescription drug
di version, suffers somewhat froma small nunber of

participants and a high turnover rate anpong those

participants. The data collection is inconsistent.
For instance, data on dosage usage is not collected

consistently by each program or by sonme prograns at

all.

[Slide]

DENS, which is incorporated into RADARS
but preexi sted RADARS, al so has sone shortcomn ngs.
This is a programthat is funded by the Ofice of
Nati onal Drug Control Policy and the Center for
Subst ance Abuse Treatnment. Data is currently
collected on five opioids. There are sone
limtations to the sanpling, with a preponderance
of urban areas. It is only covering adult
treatment prograns and we are concerned about
non-adult abuse as well. These kinds of prograns
al so suffer fromhigh rates of staff turnover
These are all things that can inpact on the
useful ness of the information available.

[Slide]
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The Poi son Control Center study, simlar
to TESS, is going to be limted by the kind of
information reported into the system So, there
may be an under-representation of the kinds of
events we are looking for related to intentiona
abuse. It is useful information in terns of the
concerns we have about uni ntended and acci denta
exposur e.

[ Slide]

We struggl e--what is the proper nunerator?
VWhat is the right case definition? Should it be
abuse, addiction, sonme conbination with misuse,

di version, deal ers, problemprescribers? W worry
that the actual case definition mght ultimtely
underestimate the incidence of sonme of these
problems. As noted, we don't really know what is
the best approach for creating a denom nator.

Pati ent exposure and prescription data don't report
what is going on in ternms of availability or what

i s happening to these products when peopl e access
them by neans other than acceptabl e prescription
witing. So, they nay be underestimating exposure.

Popul ation in kil ograns sold represents
such a | arge nunber of individuals or product that

it my not provide the sensitivity to changes in
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abuse or prescribing patterns that we may want for
detecting signals early.

[Slide]

The sponsor has defined a signal detection
| evel of at |east five cases per 100, 000 popul ation
in athree-digit zip code. Again, we just don't
know what is the appropriate sensitivity that we
shoul d have for these prograns.

[Slide]

Then, once we have information do we even
know what are the appropriate conparators? How do
we establish baseline when the systens becone
devel oped and avail able after problens devel op, for
instance, with OxyContin informtion or
prospectively even with a product |ike Palladone?
How do we establish a baseline against which to
| ook at change? Then, how wi |l discrepancies that
are detected in the data be resolved? What | nean
by anbi guous reporting responsibility is what will
be the appropriate course of action associated with
detection of signals fromother sponsors' products?

[Slide]

The arena of possible interventions is
very interesting but, again, we don't know when to

i ntervene, what interventions are necessary or nost
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appropriate, and who should be doing this
intervention. Should the conpany be responsible
for correcting problens that are detected with this
syst enf?

[Slide]

So, again | raise for you the task at
hand, and this is a little bit nore formally
presented based on the questions that have been
devel oped for today's session. Based on the
informati on that has been presented at this
meeting, and taking into account your earlier
di scussi on and del i beration about risk nmanagenent
pl ans for nodified-rel ease opioids, does the
Pal | adone ri sk managenent plan, including its
proposed | abeling and indications, define a program
that will likely result in safe use of the product
and Iimt the potential for abuse and nisuse of the
product while assuring that appropriate patients
are able to receive the nedication? Thank you

Open Public Hearing

DR KATZ: Well, | guess our work is cut
out for us but, luckily, we are going to the open
public hearing now and we will be able to eat |unch
before we tackle those thorny questions. So, are

all open public hearing speakers avail abl e?
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| have to read that statenent again that
read twi ce yesterday. Again, this statenment or
version of it is read prior to each of the open
public hearings: Both the FDA and the public
believe in a transparent process for information
gathering and decision nmaking. To ensure such
transparency at the open public hearing session of
the advisory committee nmeeting, FDA believes that
it is inportant to understand the context of an
i ndividual's presentation. For this reason, FDA
encour ages you, the open public hearing speaker, at
the beginning of your witten or oral statenent to
advi se the comm ttee of any financial relationship
that you may have with the sponsor, its product
and, if known, its direct conpetitors. For
example, this financial information may include the
sponsor's payment of your travel, |odging or other
expenses in connection with your attendance at the
meeting. Likew se, FDA encourages you at the
begi nni ng of your statenent to advise the conmittee
if you do not have any such financia
relationships. |f you choose not to address this
i ssue of financial relationships at the begi nning
of your statenent, it will not preclude you from

speaki ng.
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The first speaker is Khari LaMarca. |Is
Khari LaMarca here?

[ No response]

Qur next speaker is Dr. Tom Stinson
Because of the change in our schedule for today we
have nore tinme for public speakers. Public
speakers will actually have ten m nutes today and
we will give you a two-mnute yellow light prior to
the end of your tine, at which tinme the red |ight
will come on.

DR. STINSON: Thank you. M nane is Tom
Stinson. | am an anesthesi ol ogi st in Medford,
Massachusetts. As far as | know, | have no
conflicts of interest.

M. Chairman, nmenbers of the comittee,
have a few comments about an aspect of risk
managenent that has only been alluded to in earlier
testinony briefly, nanely, the managenent of the
| egal risk to physicians who prescribe opioids to
chroni ¢ non-cancer pain patients. As previous
speakers have noted, there is an apparent increase
i n nunber of physicians who are being subjected to
regul atory or crimnal prosecution in connection
with opioid prescribing. These actions are

frequently based on | egal standards which are vague
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and uncertain, incorporating such poorly defined
terns as legitimte, adequate and professional

A well-formul ated risk managenent plan for
Pal | adone has the potential of providing a renedy
for this problem by addressi ng physici ans’
justified reluctance to use opioids of this sort
based on fear of violating ill-defined Iegal rules
and nedi cal standards. To avoid perpetuation of
this problem any risk managenent plan for
Pal | adone shoul d be sufficiently detailed and
wel | -defined, including definitive standards for
docunentation, so that conpliance can be regarded
by physicians as a reliable, safe haven for the
prescribing of Palladone. Thank you

DR KATZ: Thank you, Dr. Stinson. Wuld
anyone from FDA care to address Dr. Stinson's
question about whether it is even possible to
i ncl ude docunentation standards or other aspects of
the risk managenent programthat would deal with
this concern that physicians have about prescribing
Pal | adone? |s that even a possibility and in what
formcould it be inplenented?

DR. MEYER That is really much nore al ong
the lines of practice of nedicine; it is not

sonet hing that ordinarily FDA considers itself to
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have purvi ew over.

DR KATZ: Dr. Van Zee, you are next.

DR VAN ZEE: My name is Dr. Art Van Zee.
I ama general internist and practice primary care
medicine in St. Charles, Virginia, which is a snal
coal mning town in southwest Virginia, where
have been for about the |ast 27, 28 years. | have
no financial disclosures.

| appreciate the opportunity to nmake
comment s today regardi ng ri sk nanagenent issues
surroundi ng Pal | adone.

[ Slide]

As an overview of where | amgoing with
this talk, | would suggest to you that the
information in the literature suggests that
sust ai ned-rel ease opi oi ds have no significant
benefit over i medi ate-rel ease opioids, save the
conveni ence of b.i.d. or qg.i.d. dosing.

[Slide]

I woul d suggest that the risks of
sust ai ned-rel ease opioids are distinct and greater
than i nmedi ate-rel ease opioids. | would al so
suggest that one of the nost inportant factors to
consider in Palladone risk nmanagenent is the way

that this drug is marketed, and | will briefly

file:///IC|/Daily/0910anes.txt (192 of 357) [9/17/03 9:51:25 AM]



file://IC|/Daily/0910anes.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

spotlight the marketing of OxyConti n.

[Slide]

These studi es conpared OxyContin with
i medi at e-rel ease oxycodone and essentially showed
compar abl e efficacy and safety.

[Slide]

It is also of interest to | ook at the new
drug approach for OxyContin, submtted by Purdue in
1995, and this was the nedical review officer's
conclusion at that time, who was Dr. Curtis Wight.
He had suggested that the summary for safety was
that OxyContin was equival ent to i medi ate-rel ease
oxycodone, with an adverse event profile that is as
good as inmedi ate rel ease and would not allow a
better claim

[Slide]

He went on to conclude with a summary of
efficacy, that OxyContin appeared to be a b.i.d.
alternative to conventional q.i.d. oxycodone.
Approval is recomrended. Care should be taken to
limt conpetitive pronpotion. This product has been
shown to be as good as current therapy but has not
been shown to have a significant advantage beyond
reduction in frequency of dosing.

I think Purdue Pharma, as a corporation,
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had confidence in Dr. Curtis Wight's professiona
capabilities and sonetime subsequent to his work at
the FDA, he was hired by Purdue and remmins in
their enployee up to this year.

[Slide]

O her slides | ooking at sustained-rel ease
opi oi ds have conpar ed sust ai ned-rel ease nor phi ne
versus OxyContin and these have been conparable in
efficacy and safety.

[Slide]

| medi at e-r el ease hydr onor phone was
conpared to 12-hour sustai ned-rel ease hydronorphone
and is conparable in efficacy and safety.

[Slide]

And these are two studies in cancer
patients, OxyContin versus sustained-rel ease
12- hour hydr onor phone, conparable in efficacy and
safety in this study.

[Slide]

So, in summary, | woul d suggest that that
information woul d show that i medi ate-rel ease
opi oi ds and sust ai ned-rel ease opioids are
clinically conparable in efficacy and safety if
dosed appropriately. Sustained-rel ease

preparati ons appear conparable in efficacy and
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safety with the few studies that you have avail abl e
to you conparing one to the other.

[Slide]

So, ny summary of the benefits of
sust ai ned-r el ease opi oids woul d be that they
certainly can carry sone convenience of b.i.d. or
daily dosing; certainly the convenience of |ess
pills; and there is certainly a sub-segment of
patients that are intolerant to other opioid
preparations. All of us have these people in our
practice and this may be a real benefit to them

[Slide]

Let's talk a little bit about what the
ri sk of sustained-rel ease hydronorphone coul d be.
Certainly the risk of addiction when taken exactly
as prescribed is unknown. There have been sone
specul ations on this but the risk is really
unknown. We don't have any definite data on that.
Five percent was a figure discussed today. |If,
indeed, it is five percent and you have a million
peopl e prescribed opioids for chronic,
non-mal i gnant pain and your iatrogenic addiction is
50, 000 people, that seens to nme an enormous harm
and you woul d have to wei gh that agai nst whatever

benefits you could say were produced from your
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treat ment.

There is certainly an increased rate of
addi cti on when used non-nedically or
recreationally. There are literally tens of
t housands of new opioid addicts in centra
Appal achia that are there over the use and abuse of
OxyContin. There is an unprecedented epidem ¢ of
IV drug use and hepatitis C that we have never seen
bef ore.

Basi cally, the predom nant story that |
hear, and | have probably seen hundreds of young
peopl e that are OxyContin dependent, not the
uni form story but the predom nant story is that
they had recreationally used Proxid and Lortab
This is how many young people party these days with
beer and pills, and they certainly used those,
snorted pills, for exanple Lortab at parties, were
able to wal k away fromthat and once they were
exposed to OxyContin they were not able to do that
and becane rapidly addicted. People do not snort
nmol ecules or mlligrans, they snort pills. If you
do a 40 ng OxyContin at a party, it is going to be
equi val ent to doing eight Percocets and your risk
of addiction is enornously increased. There is the

ri sk of overdose and death with high potency dosing
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in one pill for these opioid-naive patients.

[ Slide]

So, to continue on with | ooking at what
the risks are of Palladone, | would say it would be
rel evant to get a brief overviewwith the pronotion
and marketing of OxyContin. As we have seen from
i nformati on presented here today, the bl ock-buster
comrer ci al success of OxyContin cannot be
attributed to its superiority over other avail able
opi oi d products, and | would suggest it had ruch
more to do with the pronotion and marketi ng.

There were at |east four cornerstones that
were influential in the commercial success of
OxyContin. One was the aggressive marketing for
chronic non-malignant pain. There was aggressive
marketing to primary care physicians. The risk of
addi ction for chronic non-cancer pain is certainly
one of the major stunbling bl ocks that primary care
physi ci ans have in prescribing opioids for
non- cancer pain, and Purdue Pharma has
systematically trivialized the risk of addiction
for chronic non-cancer pain.

They use sophisticated marketing data to
target and influence high opioid prescribing docs.

Pur due obtained | M5 Heal th marketing data which
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identified the opioid prescribing patterns of al
physicians in the country. They then divided this
fromtop to bottomin ten segnents or deciles, if
you will, with the highest opioid prescribing
physi ci ans down to the lowest. They then targeted
their marketing energy on the top few deciles.
This type of marketing data will reveal, | think,
what physicians m ght have a | arger proportion of
chronic pain patients in their practice, but it

al so reveal s whi ch physicians are the nost |ibera
prescribers of opioids and, in sone cases, the

| east discrimnate, if you will.

This targeting consisted of nmuch nore
frequent and intensive visits by the sales
representatives. It also included targeted
mai lings with informati on and sometimes | nternet
detailing meant to influence prescribing.

Purdue coupl ed this approach with a
lucrative incentive plan for the sales
representatives. One sales rep in Florida, a few
years ago, nade $100, 000 in bonus incentive pay
over and above her $50, 000 sal ary because of the
hi gh OxyContin sales in her territory.

[Slide]

How does this marketing approach go from
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the paper to ground level ? What does it |look like
on the ground? W |ooked at five state graphics
yesterday. They were obtained through the ARCO
systemthat detailed opioid prescribing down to the
retail |evel

DR KATZ: Dr. Van Zee, | have to ask you
to wap up your comments.

[Slide]

DR VAN ZEE: Basically, this targeting of
hi ghest prescribing opioid physicians neant
practically that physicians that had been high
prescribers--these are just sel ected counties--of
narcotics previously becane high prescribers of
OxyCont i n.

[Slide]

We tal ked yesterday about the regiona
differences in OxyContin prescribing and that it
correlated with high availability, and these were
t he denographic areas of abuse. DR KATZ:

Concl udi ng st at enent ?

DR VAN ZEE: | woul d suggest that if the
FDA' s al l owed indications for Palladone are the
same and the marketing is the same as OxyConti n,
then we will alnost certainly replicate the

OxyContin abuse tragedy in proportion to its
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general availability.

I would certainly support unrestricted use
incancer. | think it is nobst prudent to have
restricted access to Pall adone for chronic
non- cancer pain. This could be nmade avail abl e
t hrough a conpassi onate use program

The concept nentioned yesterday of
speci ali zed DEA certification for prescribing C ass
I'l drugs is intriguing and needs to be expl ored.
Thank you.

DR. KATZ: Thank you, Dr. Van Zee. There
was anot her public speaker, Khari LaMarca. |s that
person here?

[ No response]

Thank you. Let me just rem nd people on
the advisory commttee that it is not appropriate
to di scuss advisory committee issues during |lunch,
and we will resune the neeting at 1:30. Thanks.

[ Wher eupon, at 12:40 p.m, the proceedi ngs

were recessed for lunch, to resune at 1:40 p. m]
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1 AFTERNOON SESSI ON
2 Commi ttee Di scussi on
3 DR KATZ: This is the discussion portion

4  of our meeting, the main discussion portion
5 everyone around the table could pull out their
6 questions, we are going to go nore or |ess

7 according to that list of questions.

| f

8 Let's start by finishing up with Roman

9 nuneral | and trying to address Dr. Dworkin's

10 hangi ng question about the benefits of

11 nmoder at e-rel ease opioids. That is a question that

12 is still hanging in the air. |Is there obvious

13 rel evance to understanding the risk/benefit

14 potential for Palladone and other nodified-rel ease

15 opi oi ds?

16 So, the last question to try to get at
17 Roman nuneral | will be what is the evidence of
18 benefit of nodified-rel ease opioids over

19 i medi ate-rel ease opioids? | will openit up for

in

20 general discussion, but Dr. Strom s exhortation is

21 still ringing in ny ears about evidence. So,

22 personal opinion is fine and | would |l ove to hear
23 the opinions of the experts around the table, but
24  just think people should flag their comrents by
25 what | evel of evidence they are referring to, and
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refer to particular clinical trials and such
experiences if they can. Dr. Gllett, you are
first.

DR G LLETT: On page ten of the slides
this morning, how secure is the fornmul ation from
abuse if it is pronoted as being possible to
sprinkle it on food?

DR. KATZ: That sounds |like a very
i mportant question but | amgoing to table that for
the nmonent because we will get to it in the risk
managenent portion of the discussion. So, don't
let me forget. Let's just return to that issue.
What are the benefits that we can attest to about
nmodi fi ed-rel ease opioi ds over imredi ate-rel ease
opi oids? Dr. Leiderman?

DR. LEIDERVMAN: Actually, could I just ask
a question, perhaps a related question in a
slightly different way? One of the things that |
think we are trying to get at is who are
appropriate patients for not just the nodified
rel ease but for the high dose, high potency. W
are tal king about this very narrow group of drugs.
We are not tal king about all opioids. Wo are
appropriate patients? | think it has been

suggest ed, because it has been raised in other risk
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managenent pl ans, who are appropriate prescribers?

Then, a related question to who are the
appropriate patients is how do we define chronic
and persistent pain? For exanple, the JAVA paper
that is included in your background information
with Dr. Portner, as a co-author on persistent pain
and chronic pain in a nethadone patient popul ation
defined it operationally as chronic severe pain
that persisted for nore than six nonths or inpaired
function. So, | just want to put that out there.

DR. KATZ: Fair enough. | want to get to
this issue of evidence for nodified-rel ease
opioids. Unless there has been a change over on
the FDA side where that question is no | onger
perceived as being of interest, | amgoing to focus
on that. The issue of patient selection and
whet her certain patient popul ations should not be
permtted access to this drug we are going to get
to in question nunber three. The issue of whether
certain prescribers are nore appropriate will also
come up in question nunber three. The question of
definition of persistent pain will come up in
question two. So, don't let me forget those. | am
going to try to stick to ny agenda and at |east get

some questions answered.
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Finally, are there any opinions about
whet her nodified-rel ease opi oi ds do have benefits
or not over imediate-rel ease opioids? Dr. Van Zee
actually just gave us a lecture on that very
subject. Wuld anybody care to add to the
di scussion? Dr. Cush?

DR. CUSH. | think we have heard, | think
convincingly, that there is no advant age.

DR KATZ: Are you including that there is
no advantage of conveni ence or conpliance?

DR. CUSH. No, that is an advantage but as
far as efficacy or safety, | don't think that that
has been denmpnstrated. So, to ne, conpliance, as
was stated, is one thing that is attractive about
t hem

DR. KATZ: So, there is a conpliance and
conveni ence advantage. Again, in terms of |evel of
evi dence, are you reporting that from your own
i mpression, experience, or is there data that you
have in mind in maki ng that assertion?

DR CUSH. Inpression based on what | have
been presented here, at this neeting.

DR. KATZ: Because we have not actually
seen data on conveni ence or conpliance.

DR CUSH:. No.
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DR KATZ: Dr. Graulo, you are next.

DR. CIRAULG Thanks. | think at I|east
one advantage woul d be the | evel serum
concentrations that one achieves. | happen to
believe that as the level rises there is a euphoric
effect and then during the decline you do get
wi t hdrawal synptons. Even if you have the sane
actual serumlevel you have nmore chance of
withdrawal . So, the closer you get to a flat serum
| evel of the drug, the better

Then, | would refer also to Dr. Kreek's
| ecture about the issue of tolerance. | know
better for the benzodi azepi nes and she can tal k
about the products, but intermttent use is
associ ated with higher tolerance so you are |ess
likely to develop tolerance. | believe that is how
I understood her lecture and I know that is the
case for benzodi azepi nes.

DR KATZ: Right, so it sounds like you
are saying that the flatter serumlevel profile may
be an advantage because it is less likely to
produce euphoria which, in turn, is less likely to
produce addi cti on.

DR CIRAULO Yes

DR KATZ: So, that really would be nore
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of a theoretical advantage, right? W didn't see
any data that conpared the two cl asses of agents
with regard to euphoria or addiction

DR CIRAULC No, we didn't see that data
but there are data in the literature that woul d
suggest that that is true

DR KATZ: Thank you. Oher advantages of
modi fi ed-rel ease opioids? Dr. Shafer?

DR SHAFER. | am searching right nowto
see if | can actually give you the references off
my |aptop, but when transdermal fentanyl was
initially devel oped, it was devel oped for
postoperative pain control and it was only very
late in the programthat that was thought to be
dangerous and it was switched to chronic pain
control. There were a nunber of studies done on
the transdermal fentanyl preparations exam ning the
quality of the anal gesia and the influence of that
on patient recovery, and they were quite positive.
Conpared to the salutary pattern that you get with
repeated IMor 1V dosing, the continuous anal gesi a
fromfentanyl in the postoperative popul ati on was
found to be highly preferable to patients. Now, I
am not advocating that this be used in a

post operative setting but you want data and there
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is data in that entire study group, and there was a
whol e series of studies there showi ng that patients
did better when they were provided continuous

anal gesi a.

DR. KATZ: Are you suggesting then that at
this point in tine one can consider inproved
anal gesia in the postoperative setting an advant age
of nodified-rel ease opioi ds?

DR SHAFER  Yes, but | don't extend that
to say that | am advocating use of these in the
postoperative setting but I am advocating that,
yes, continuous analgesia is beneficial to patients
I think in any setting.

DR. KATZ: Oher potential advantages of
nodi fi ed-rel ease opioids? | think it is
appropriate to hear fromthe sponsor if they can
refer us to any clinical trials or other data that
suggest advantages of a nodified-rel ease opioid
preparation over an imedi ate release. | realize
am springing this on you. You can do it in five
mnutes if you like. Dr. Saini?

DR SAIN: The aging popul ation of
America and the people who are ol der, sometines
they get denented and they can't renmenber, and they

are on a nunmber of drugs. So, having a |ong-acting
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drug, this way they don't have to renmenber if they

took the drug or not. |If they have to just take
one pill a day or take a fentanyl patch every three
days, it nakes sense. | don't have any data, but

for aging people who have nenory problens it is
ease of convenience so it nakes sense that a
| ong-acting agent shoul d be benefici al

DR. KATZ: | think the point that you make
is worth enphasi zing, that we shouldn't trivialize
the inportance of conveni ence or enhanced
compl i ance since those are essential for achieving
the benefits fromany formof therapy. Dr. Aronson

and Dr. Strom

DR. ARONSON: | think your question is
quite profound. | wish to refrane it in the
context of our intent rather than the risk. | have

heard evi dence that perhaps the risk of an addict
going toward a sustained rel ease for the benefit
that that addict would have might be mtigated
compared to a shorter-acting drug.

Having said that, | wish to reenphasize
that | amcurious, as you, to know if there is any
data that woul d suggest that this nodified-rel ease
version of the drug is beneficial for the treatnent

of pain in non-malignant chronic noderate to severe
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conditions. | would defer to sone of ny coll eagues
with expertise in psychiatry to hel p ne understand
if there is any reason to think the opposite, that
the trigger of pain itself might be a notive that
we wi sh to have to take a drug and in that instance
I amwondering if that is a good thing that we
woul d be losing by using a | onger-acting agent.

DR. KATZ: So, you are suggesting the
possibility that there m ght be an advantage to
feeling your pain and responding to it with
medi cation. Dr. Stronf

DR STROM | know we don't have data on
this but I want to enphasize the inportance of it
and ny di sappoi ntnent at the answers | am hearing
because | don't buy conveni ence as a viable
argunent for a synptomatic drug. |f you are
dealing with an anti hypertensive drug, it is a
different situation but if sonebody is in pain they
will want to take the medication; if sonebody is
not in pain they won't want to take it.

Now, | have heard from ny pain coll eagues
for a few years that pain is better controlled at a
| ower dose if you maintain people pain free as
opposed to having themgo in and out of pain. To

me, that is a very viable argunent if there is data
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underlying it.

It is clear that these fornul ati ons have
greater risk associated with their use. | have
heard two at | east theoretical benefits, one being
the one | just described and the other being, in
fact, if they are |less addicting for whatever
reason. But if there is no data supporting either
of those benefits and if there is substantial
increased risk, and there is good reason to think
there is increased risk fromthe sustained
formul ati ons, why in the world do we need thenf

DR KATZ: Dr. Bril and Dr. Craulo

DR BRIL: | guess it follows on to this a
little bit, I amnot sure, if | amthe patient with
chronic pain that | have had for nonths or years,
that | want to feel nmy pain four tinmes a day to
make ny physician feel better about giving nme
sonet hing that makes nme feel better and pain free.
Feeling ny pain once a day is probably going to be
enough.

So, | don't really know data on responses
in pain four tines a day versus once a day dosing,

I just do know that mnmy patients prefer to be
wi thout their pain as much of the tinme as they can

be, and that is just general, practical experience.
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I don't have nunbers and percentages. So, | think
that is a real advantage. Beyond the Al zheinmer's
theory, it is relieving pain in the patient who has
conme to you to have their pain relieved and not
letting themhave it as frequently that is
necessary. So, | think those are real advantages
that are inherent. Now, yes, | do know you woul d
i ke epideniol ogic data there.

DR STROM If | can respond, you can take
the second dose a little bit earlier and still not
have the pain in between. Again, the convenience
is not a reason to take the risk of the fact that
you have hi gh dose products that, when people
abuse, they will die.

DR BRIL: This is an obsessive patient
who renenbers to take their pills spread out every
single tine. But if a person has pain relief and
gets busy, then they are in the mddl e of whatever
it is, then their pain cones back and they have to
go and take their pain [sic] and wait again as
opposed to just taking it once in the norning. So,
I can see the rationale for once a day dosing, and
it is nmore convenient to take the pill once a day
than three, four tinmes a day.

DR. STROM Again, this is synptomatic
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therapy. | amhoping | amwong, and certainly
what | have been taught by ny pain people would say
that | amwong, but is there not the data, as
have been told before, that the total anopunt of
narcotic necessary and the total |evel of contro
is better if you maintain soneone pain free as
opposed to wait until they are in pain first?

DR. KATZ: | think what you are saying is
very clear. You are saying that there is one
potential advantage that people clai manecdotally,
at | east sone people, that with a nodified-rel ease
opi oid you may be able to get away with | ower doses
and at | east as good pain control, or sone people
say maybe better pain control at the sanme dose but
you will believe that after you see data.

The second point is that it would be
attractive if these | owrel ease fornul ati ons were
less likely to produce addiction based on this |ess
euphoria nodel, or whatever nodel it was, and you
will believe that when you see data that
denonstrates that. Dr. Craul 0?

DR. CIRAULGC | wanted to respond.
didn't want to be in the position of being the
advocate; | was trying to do what the Chairnman

wanted us to do and find the positive aspects and
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not shift to the risk. | think | agree with you
that there is substantial risk so | didn't want to
| eave the inpression that | was saying that this
was enough to make this worthwhile.

DR. KATZ: That is the task at hand, which
is to try enunerate the potential advantages and
then try to deternmine to what extent they are
supported by evidence. Dr. Baxter?

DR BAXTER. Yes, actually there is data
avai l abl e. The PCA punp data supports that
continuous analgesia will result in less tota
amount use. So, there is data available. | am
sorry, | can't tell you who and where

DR. KATZ: Actually, if | could just
clarify that, there are a nunber of studies now
conparing PCA where the patient controls the dose,
small intermttent doses adm nistered by the
patient to fixed doses and to IM etc. which showed
advant ages, but that is not continuous anal gesi a;
that is actually small intermttent doses titrated
by the patient, the opposite. Now, if you conpare
PCA with the constant continuous infusion provided
by the nachine to PCA by itself, generally the
continuous infusion is disadvantageous and it tends

to be associated with sinmlar anal gesia but nore

file:///IC|/Daily/0910anes.txt (213 of 357) [9/17/03 9:51:25 AM]

213



file://IC|/Daily/0910anes.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

side effects. So, | want us to be very careful in
maki ng those extrapol ati ons but | appreciate your
poi nt. Wat was the second thing?

DR. BAXTER: The second point is when we
are tal king about situations where there are people
who have histories of addiction who then have
chronic pain syndrones, it has been ny experience,
and | don't know if there are any studies
avai | abl e, that when you use |long-acting narcotics
to address their pain needs, you have a better
out come basically because you don't devel op that
pai n, take a drug, pain, take a drug--that cycle,
because the essence of addiction is to take a pil
or take a drink and then take another and take
anot her.

DR KATZ: Fair enough. Thanks. Dr.
Haddox?

DR HADDOX: Yes, sir. | have four
comments in response to the question that you
sprang on us. The nodified-rel ease drugs that we
are speaki ng about today are single-entity opioids.
As a result, there is no co-anal gesic which m ght
have toxicity in patients who require |arger doses.
For instance, you are giving soneone 40 ng of

OxyContin twice a day as opposed to the equival ent
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anmount of Percocet or Percodan you are avoiding the
acet am nophen or the aspirin issue.

Secondly, it is very hard to do these
head-t o- head studi es because if you are | ooking to
try and show conveni ence, for instance, you are
sort of unblinded by the fact that you dimnish
t hat because even the person who is getting the
dummy i mredi ate rel ease has to take it every four
hour s.

There are two studies, however, that we
think address the issue. One is Betty Farrell's
conparing Ms Contin versus M5 IR in an open-| abel
cancer study, the Cty of Hope, and what she was
able to denmonstrate was that there was an inproved
quality of life in the sustained-rel ease group as
measured by things such as inpact of the pain on
sl eep disruption, on nood and rel ati onship, the
ability to interact with other significant people.

Secondly, there is a randoni zed,
controll ed study by Scheville, in the literature,
dealing with total knee replacenent, |ooking at
time in rehab followi ng total knee repl acenent,
comparing control |l ed-rel ease oxycodone to
i medi at e-rel ease oxycodone in roughly equival ent

doses, with the imedi ate rel ease being p.r.n.
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versus the controlled rel ease being on a fixed
schedule. They were able to show that there was a
faster return of range of notion in the
control |l ed-rel ease group and that they were
di scharged fromrehab statistically significantly
earlier.

DR KATZ: That is very helpful. Thank
you very much. Dr. Stornf®

DR. STROM Yes, just to followup because
this is such a central issue, is there anybody el se
who has reviewed either of those papers? The fact
that it is hard to do the study doesn't convince ne
and, because | don't think the issue of convenience
is a central issue here, | think it could be done
bl i nded. But even the unblinded study, if you are
tal ki ng about Andrea Scheville, | know Andrea. She

is about to enter our programto |earn how to do

resear ch- -

[ Laught er]

So, | don't know that study but it |eaves
me worried about it and | just want to be sure that

sonebody el se, who is a pain expert, has seen these
two studies, or FDA, and has sone sense that those
are reliable because this is obviously very

central.
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DR KATZ: Where is Dave Haddox? Ch, do
you think you could get us those studies?

DR HADDOX:  Sure.

DR. KATZ: That would be great. |s anyone
around the table able to answer Dr. Stronms
question, having seen those studies? |, nyself,
haven't seen them | am enbarrassed to say so we
will look forward to reviewing them |In any case,
those two particul ar studies, one deals with a
smal | popul ation of cancer patients where | think
the role of nodified-rel ease opioids--1 don't know
anybody who questions their value. And the
second- -

DR. HERTZ: WMay 1? | did actually review
one study, | don't knowif it was exactly the sane
one, looking at return of function in a rehab
popul ation foll ow ng knee repl acenent and | ooki ng
at nodi fied-rel ease oxycodone versus inmedi ate
rel ease, and we actually found that the study
didn't have nerit. | don't knowif it was exactly
the same one. | can't recall the author but the
one we revi ewed was net hodol ogically flawed and we
didn't think that conclusions could be based on it.

DR KATzZ: Well, | think the flavor of the

di scussi on, and sonebody chi nme--Bob, did you have
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sonething to say?

DR. DAORKIN: | think it needs to be said,
not to nuddy the waters, and to foll ow up on what
Dr. Stromwas saying, | think certainly in our pain
clinic, and I think this is sort of w despread
experience, about a third of the patients getting
OxyContin are taking it t.i.d. and not b.i.d.,
attenuating this conveni ence issue plus, of course,
many of the patients on nodified-rel ease opioids
are getting breakthrough. Wen you add in the
patients getting t.i.d. rather than b.i.d. and the
patients getting breakthrough, | don't know what to
think about as | listen to this convenience
argunent. | have no data but | think it is a
wi despread sense that these aren't patients, at
least in pain clinics and | don't know about
general practice, who are taking only b.i.d. drugs.

DR KATZ: | wll put you on the spot
agai n and maybe the sponsor can hel p educate us
there as well. |Is there any data from marketing
sources or any sources that |ooks at the nedi an
dose frequency or the proportion of patients taking
di fferent nunbers of tablets, conparing those on
control |l ed-rel ease opioids versus those on

i medi at e-rel ease opi oi ds?
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Well, | got themscurrying again. Let ne
say what | was going to say a mnute ago, which is
that it seens |ike the sense of what | am hearing
is that there are a nunber of potential advantages
to nodified-rel ease opioids, one, that potentially
and sone people feel anecdotally, one could
possi bly control the pain better at |ower doses.

Anot her advantage is that perhaps they are
| ess addictive either by virtue of not producing as
much euphoria or by not being associated with
wi thdrawal s or having reinforcing effects froma
behavi oral perspective, or any other variety of
potential pathways.

A third potential advantage that may be
supported by a small study that we need to review
is that perhaps patients can engage better in
rehabilitation, at |least after total knee
repl acenent.

Anot her potential advantage is a few of
the quality of life paraneters that Dr. Haddox
mentioned for the cancer patients, reduced sl eeping
and i nproved social interaction | think was the
other, again, in a small cancer popul ation

It sounds |ike, at best, we have snall

random zed trials, and for sonme of these issues we
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have anecdotal evidence and that is it. That is ny
sense of what everyone has said so far. Dr.
Haddox?

DR. HADDOX: Can | nmke sure that |
under st and your question. You want to know if
mar ket research data indicated the frequency at
whi ch OxyContin was prescribed?

DR. KATZ: No, ny question was do people
on controlled-rel ease opioids take fewer doses per
day than people on imredi ate-rel ease opioids, fewer
total nunber of pills, pill taking episodes per
day?

DR HADDOX: | don't know the answer to
that froma data standpoint, but since everyone
el se was tal king anecdotes, | have sonme of those
mysel f having treated a nunber of patients with
this type of therapy using various |ong-acting
drugs, and | think it varies quite a bit with the
person. It varies with the population. The
popul ation that | saw at a tertiary referral center
was probably not representative of the average pain
popul ati on.

We know fromthe 1999 survey that the
Ameri can Pain Society and the Anerican Acadeny of

Pai n Medicine did that 51 percent of the patients
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with chronic noderate to severe pain are being seen
at the primary care level, not at the speciali st
level. | can tell you that even within ny practice
there was a great deal of variability. Sone
patients found that even though they had to take
p.r.n. nedicines because their pain was not
constant throughout the day, taking a |ong-acting
medi ci ne at ni ght got themthrough the night

wi thout any interruption but when they were up and
active during the day they needed the p.r.n. but
they didn't mind that because during the day they
were awake anyway, for what that is worth.

DR KATZ: | appreciate it. Dr. Strom a
final comrent on this issue?

DR, STROM Yes, | really have a question
to the pain experts. 1Isn't it standard teaching
that you should be on a basal |ong-acting anal gesic
pl us rescue therapy as a standard and if, in fact,
you are not requiring sone rescue your basal dose
may be too high?

DR KATZ: Wo does pain education and
would Iike to answer Dr. Stromls question about the
st andar d?

DR SAINI: That is the standard teaching

for acute pain managenent, not for chronic pain.
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DR KATZ: | amsurprised that you are
aski ng about what people are educated since we have
heard so many times today that education, if not
based on data, can do nore harmthan good. That was
very out of character for you | think, though we
only net yesterday! Dr. Jenkins?

[ Laught er]

DR. JENKINS: | would like to ask for you
or the commttee to characterize a little bit nore
about the level of evidence to support the
purported benefit of reduced potential for
addi ction for the sustained-rel ease products
because that has obviously been a very hot topic,
and | am concerned about the transcript of this
nmeeting showi ng the advisory committee as saying
that there is a reduced potential for addiction for
nmodi fi ed-rel ease or sustained-rel ease opioi ds
wi t hout some characterization of what is the leve
of evidence to support that. So, | would like to
hear nore quantification, if you can, of that |eve
of evidence.

DR KATZ: Wbuld anybody |ike to answer
Dr. Jenkins' question describing the | evel of
evi dence behind the relative predictive potentia

of long- versus short-acting opioids? Dr. Skipper?
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DR SKIPPER: | would refer to the
met hadone data, that methadone is not a primary
drug of choice and doesn't seemto cause addiction
as commonly or as readily. The problemwith the CR
compounds is that they can be segregated and then
they are not CR conpounds. You know, as Dr. Kreek
said, if there was intrinsically slow onset, and
what-not, then | think it would be easier to nake
that case. But | amnot confident in that at this
poi nt because we haven't had enough information to
feel secure

DR KATzZ: Dr. CGraul 0?

DR CIRAULG It is ny feeling that the
evi dence i s suggestive but certainly not anywhere
close to being definitive. | think there are two
issues. |If you look at the rate of brain
penetration and if, for instance, you have two
different formul ations, one that enters the brain
nmore qui ckly and produces euphoria, and then you
have an infusion that is slower, say, diazepam the
rate of euphoria is definitely lower with the sane
chemi cal conpound

Now, | think we are mstaken if we believe
that all opioids that are nmu agonists act in the

same manner. So, you know, when we tal k about the
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| evel of absorption or the rise in the serumleve
or the drop in the serumlevel, that is only half
the story. The other half is what is going on at
the receptor level, which | think is quite
complicated, as we heard fromDr. Kreek's
presentation. But since | amthe one who brought
it up, | would say addiction is not the proper way
to phrase that. | would say the rate of increase
in the plasma |l evel or the kind of plasma | evel has
an i nfluence on subjective effects such as euphoria
or dysphoria related to withdrawal. To the extent
that that is related to addictive behavior, then
there is a relationship. | would not say that the
evidence is very strong for the link to addictive
behavi or .

DR. KATZ: Do any of our epidem ol ogi sts,
Dr. Maxwel |, FDA, anybody, feel that after
reviewi ng the hundreds of slides of epidem ol ogic
data that we have seen over the last day and a
hal f, one can use that data to address the
hypot hesi s that short-acting and | ong-acting
opi oi ds have a different potential to be associated
with addiction? Dr. Leiderman?

DR LEIDERVMAN: That is a bit of a big

question. If | can answer sort of a narrower one
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since | don't think our SAMHSA epi dem ol ogi st
col l eagues are still here, |I think, as we |earned
fromthe OxyContin experience it is very inportant
to say this is a lesson for a lot of the parties

i nvol ved, that the controlled-rel ease formul ation
that had been thought to potentially significantly
reduce risk of overdose, msuse, abuse and

addi ction turned out to be very readily viol ated.
Thus, you have just higher dose of an

i medi at e-rel ease opioid. Basically, all of the
ones we are tal king about are shorter-acting

opi oids. Methadone is really | think the only

| ong-acting drug and that is really not sort of on
the table here; it is not being refornulated to mny
know edge.

DR KATzZ: | think it is fair to remind
ourselves that we are really dealing with two
separate problens. One is the diversion of
nodi fi ed-rel ease opioi ds where the nodified-rel ease
mechani sm can be defeated at which point it becones
a high dose of an immedi ate-rel ease opioid, and
nobody is suggesting that that has a | ower abuse
potential, | don't think.

Then the question Dr. Jenkins asked

think is in the setting of therapeutic use of
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opi oi ds where one is prescribing to patients, is
the prescription of a | ong-acting versus a
short-acting opioid associated with a | esser

I'i keli hood of producing addiction?

To summari ze the conmittee' s answer to
your question, | think it is that the evidence that
we have is very indirect. There is a study by Dan
Prokof f, suggesting that if you talk to people in
jail they will prefer short-acting opioids versus
| ong-acting. There is the nethadone mai nt enance
experience which is an experience with a popul ati on
of patients whose primary diagnosis is substance
abuse where they seemto have resolution of their
addi cti ve behavi ors on met hadone. Are those pain
patients? Probably between 30-60 percent of them
are but, again, that is a very indirect source of
evi dence.

W have evidence fromother sorts of
t herapeutic agents and from opi oi ds to suggest that
a more rapid rise in serumlevel is associated with
nore euphoria. The relationship between that and
addition is speculative. And, that is the summary
of the evidence. Have | nissed anything? Dr.
Maxwel | ?

DR, MAXWELL: Just very quickly, we can't
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separate out the other opioids but clearly
something is going on with the treatment data and
the energency roomdata. | just want this in the
record, that there has been a significant increase
in both the emergency room and the treatnment data,
and we don't have even the '91 and 92 data
presented to us but something is happening.

DR. KATZ: | think | heard Dr. Strom say,
and ot her people seenmed to nod their heads,
wouldn't it be great if that were the case and
woul dn't we | ove to see data showi ng that?

| am prepared to | eave question one. Does
anyone on the FDA side have any nore questions that
I am not planning on covering down the line? |If
not, we will nove on to question two and | will
read the question: In response to reports of
abuse/ m suse of nodified-rel ease opioids, the FDA
changed the indication for OxyContin and ot her
nodi fi ed-rel ease opioids to, "for the managenent of
nmoderate to severe pain when a continuous,
around-t he-cl ock anal gesic is needed for an
extended period of tinme." Please comrent on the
appropri ateness of this indication and provide any
speci fic recormended changes that may further

enhance the safe and effective use of these
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products.

So, we can open it up for discussion on
this issue, what people think about this |abel and
could it be inproved to make the use of these
medi cati ons nore safe or nore effective. Dr.

Cr awf or d?

DR. CRAWCRD: Thank you, M. Chairman.
Earlier this norning Dr. Baxter raised the
potential for consideration of inclusion in the
| abeling to say that there is a high risk for abuse
that requires additional nmonitoring. | would like
to put that back on the table, as well as expand on
it.

We have heard several tines the fact that
Clls cannot be refilled and a new prescription per
se is required by DEA for each new therapy course.
However, we also heard that there are fewlinmts on
the di spensing on the anmobunt of drugs, other than
per haps i nsurance coverage. So, while sone give a
30-day supply or so, others mght give a 90-day
supply and, as we all know, there are other ways
for clinicians to assist patients, or for whatever
reason, to circunvent that by post-dating and other
processes. So, | amwondering if also there should

be consideration in the | abeling of the need for
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routine periodic reassessnent of therapy by the
prescri ber.

DR KATZ: So, as | amhearing it, the
team of both of you has come up with the suggestion
for the | abel that would include screening patients
for their risk for negative outcones of opioid
t herapy and havi ng an enhanced nonitoring system
for such patients. The second half of your
suggesti on would be to recomrend periodic
reassessnments of those patients as part of therapy.

DR. CRAWORD: Yes, except it wasn't a
t eam because we fol |l owed instructions and we didn't
tal k about it at |unch.

[ Laught er]

DR KATZ: No, but by interaction here
during the neeting. Does anyone have any comments
about that suggestion? Dr. Baxter, any coments?

DR BAXTER Yes, | think that it is
i mportant because the producer actually has a | ot
of material that is available to help prescribers,
but ny experience with residents and ot her
providers is that if they don't have to do anything
extra, they will not doit. So, | think that in
the spirit of trying, | guess, to nmanage the risk

even further, we should periodically review those
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i ndi vi dual s who are found to be at increased risk
in the first place.

DR KATZ: Thank you. Dr. Bril?

DR BRIL: | think what | night like to
see in sonething like this would be a better
definition of extended period of tine. Wat do you
mean by that? W are tal king about educating the
prescribers and that is fairly open-ended. Perhaps
that could be a little better defined.

DR KATZ: | think that sounds |ike an
i mportant question and | do want to nake sure that
we visit this point brought up by Dr. Crawford
What do people feel about whether it would inprove
the safety or inprove the effectiveness of these
treatments to expand this |labeling statenent to
i nclude recognition of patients who may be at
hi gher risk, recomendi ng enhanced nonitoring for
those patients and recomendi ng frequent
reassessnents? Frequent reassessnents, by the way,
is present in every guideline for these opioids
that has ever been put forth so | don't think that
woul d be new but, certainly, the notion of
screening patients at higher risk and having
enhanced nonitoring would be a step forward. Wat

do people feel about that? Dr. Cush?

file:///IC|/Daily/0910anes.txt (230 of 357) [9/17/03 9:51:25 AM]

230



file://IC|/Daily/0910anes.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

231

DR CUSH. | amall in favor of that. |
was al so thinking the sane thing, as | said
earlier. | think that to have it in the
i ndications section is a bit awkward. It is
currently in a black box and | agree with you, the
way it is worded in the black box | think is a
little too soft and doesn't slap you as it shoul d
that this is something that needs to be taken
seriously as far as risk assessnent and nonitoring
as an inportant part of the warning and use of
these drugs, but to have it in the indications is a
little bit awkward. If it could be succinctly put
in there that marked severe chronic pain should
have provi ded an appropriate risk assessnment or
ri sk benefit assessnent at the outset, but if it is
alittle awkward if it isn't included in the front.

Usual | y what goes into the indication, as
was said earlier, is marked or severe, with or
wi t hout functional inpairnment. Just to conmment on
that, we did review that issue at our anal gesic and
nonst eroi dal nmeetings in the past, and setting that
up as an outconme neasure was a big problemfor al
t he peopl e because you have back pain you night be
abl e to show i nprovenent in function but if you

have, say, cancer pain and someone is debilitated,
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and what-not, how are you going to show i nprovenent
in function? Everybody has functional inpairment
but whether you can inprove it is another issue.
So, | don't know if function should be in there but
I do like this idea of putting a higher standard as
far as the need for risk assessnment and nonitoring.

DR. KATZ: Dr. Shafer, you were next and
then Dr. Strom

DR SHAFER. First, | also do agree with
t he suggestion of nmy two col |l eagues here on either
side. Sonething that is nmissing fromthe OxyContin
package insert that is present in the Pall adone
package insert is the statenent that the
| ong-acting drugs should not be the first-Iline
therapy. |In order to be consistent with that and
also | think with things we have said around here,
that we wonder if there is really evidence of
efficacy--well, if they aren't efficacious let the
pati ent push you towards needing the drug--1 would
suggest that also be applied to the OxyContin
package insert, that it not be the first-line
therapy but, rather, be used when inmedi at e-rel ease
preparati ons have either proven that that opioid is
the correct opioid available and that the pain

itself is even responsive to opioids.
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DR KATZ: Thank you. Dr. Stron?

DR. STROM Firstly, | would Iike to agree
with Dr. Shafer's suggestion. Especially given the
iffy data we heard earlier about benefit, | think
that nakes a | ot of sense.

In terns of the other suggestions,
certainly including periodic reassessnent makes
sense. It is sort of notherhood and apple pie and
no surprise that it is in every guideline.

In terms of screening for risk assessnent
and nonitoring, | am not agreeing or disagreeing
but I amgoing to do nmy usual thing and ask for
data. | think it is inportant to realize that any
intervention has toxicities. You know, how valid
is our ability to do risk assessnment, and is
moni toring useful? Because if we say to people
they should do it and they falsely believe they are
able to do it, it can lead them down the |ine of
giving it to people who maybe shouldn't be given
it, or be reassured about people who they shoul dn't
be reassured by.

So, we haven't heard any data that |
recall that shows that risk assessnment is, in fact,
wel | validated, well proven and if you do risk

assessnent and nonitor people you will have better
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outcones than if you don't. Gven that we don't
know if that is true--1 mean, if there are data on
that, that is fine. |If not, | would argue we
shouldn't be including it, especially in the

i ndi cati on.

DR KATZ: So, you are asking two
guestions. One is do we have validated screening
criteria and, number two, do we have evidence that
enhanced nonitoring in that subgroup is effective.
Dr. Hertz?

DR. HERTZ: Thanks. | just actually
wanted to ask Dr. Shafer to clarify. | just didn't
quite catch exactly what he said. Was the coment
that OxyContin should not be used as first-Iline
therapy? Do you feel that should be in the
i ndi cation or actually sonewhere in the |abel?

DR. SHAFER: It shows up for Palladone in
the black box warning, as | recall, and | think it
probably should be in the sane place for OxyContin.
This woul d be consistent across the class of
ext ended-rel ease opioids and | think that actually
makes good nedi cal sense as well.

DR. KATZ: So, let's return to Dr. Strom's
question. W have heard a suggestion that has

actual ly resonated through many of our sessions,
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that there are certain people who are at higher
risk for negative outcones of opioid therapy but
that that enhanced risk can be mtigated through
some appropriate nonitoring system Dr. Strom
asked the question what is the evidence that we can
identify which patients are at high risk and | ow
risk and we can appropriately classify those
patients, and then further evidence that any
different way of approaching those patients reduces
their risk. Wuld anyone like to take on Dr.
Strom's question? Dr. Baxter, did | see your hand

up?

DR BAXTER No, you didn't and I will let

my esteemed col | eague handl e this one.

DR KATZ: Dr. Skipper, go ahead

DR. SKIPPER: There is plenty of data on
the CAGE questions, just four questions. You know
those questions, right?

DR. STROM CAGE is just a way of
measuring that sonebody is an abuser. That doesn't
predict they are going to abuse a drug you are
about to put them on.

DR. SKIPPER But it is a screening too
that has been shown to be sensitive and fairly

specific, and it is easy to adnminister. It takes
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one to two minutes. There are also other tests--

DR KATZ: So, those are tests for the
di agnosi s of addiction--

DR SKIPPER. Right, for substance abuse.

DR. KATZ: Are you aware of any data that
assesses the predictive value of responses to those
questionnaires for the subsequent devel opnment of
opi oid addiction in patients being treated with
opi oids for chronic pain?

DR SKIPPER: No, but we do know that
peopl e that have the substance abuse probl em woul d
be at higher risk to be given these neds.

DR KATZ: How do we know that? What data
are you referring to that can give us a sense of
evi dence-based confort in that assertion, which
think we all feel is true, but Dr. Strom s question
is what is the evidence.

DR SKIPPER | will have to think about
it and look into it but I amsure |I can find
somet hi ng.

| wanted to say one other thing about
screening, and that is other high risk groups would
be people with psychiatric problens, such as
bi pol ar di sorder--

DR KATZ: Again, based on what data?
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DR SKIPPER: There is plenty of data that
shows that. The report to Congress on co-occurring
di sorders--

DR. STROM Co-occurring is different.

DR. SKIPPER: Well, | am saying that
people with psychiatric disorders, a nunber of
them have a high risk of substance abuse.

DR KATZ: Let's nmove forward with that
clarification. | think it is fair to say, and
sonmebody can challenge nme if | amwong, that there
is no data whatsoever on trying to classify
patients with chronic pain being given opioids for
their chronic pain in terns of whether they are at
hi gher or lower risk for using them The only
study is one small retrospective study of 20
patients where we conpared patients with and
wi t hout histories of substance abuse for their
subsequent devel opnent of destructive behavior on
opi oids and identified sone risk factors. But that
was one very small study and is still, to date, the
only one on chronic pain.

Unl ess anyone is aware of any other
studies in patients with chronic pain predicting
addi ction when they are prescribed opioids, the

next issue is, well, can we find indirect evidence
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fromthe world of addiction where we can | ook for
risk factors for the devel opnent of opioid abuse in
general, forgetting about chronic pain? | think
that, Dr. Skipper, is what you were trying to get
at, that is, can we anal ogize fromthe world of
addi cti on.

So, let me refranme the question then and
say to our addictionol ogy coll eagues what are the
risk factors for opioid abuse in the | and of
addi ction? And, what evidence is there behind our
assertion that those are risk factors? Dr.
Craulo, would you care to take that on?

DR CIRAULG Well, | just wanted to refer
to Dr. Passik's talk yesterday. There are sone
references included in that, and | don't know if
our pain colleagues are famliar with these
articles about aberrant drug-taking behaviors and
how our pain col |l eagues consider the quality of
these articles. | haven't reviewed the origina
articles but, clearly, they point to probably nore
predi ctable and | ess predictable characteristics.
It does cite studies of cancer in AIDS and | can
speak to the standardi zed nmeasures used in
psychi atric diagnosis which are appropriate. |

don't know if that data is hard enough but there
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was sone presented here yesterday.

DR. KATZ: Dr. Dworkin, did you have a
comrent ?

DR. DWORKIN:  Well, ny sense is that there
really is no systematic prospective research
addressing this question of risk factors for
aberrant behaviors in chronic pain patients. So,
then the question is can we extrapolate fromrisk
factors in the general popul ation for opioid abuse
to this nedically ill population? | ama little
bit skeptical about that, especially if what we are
tal king about is adding it into the label. | nean,
it seems to me if you are going to put in
assessnent of risk factors being necessary in a
| abel, it should be based on the patients that the
drug is indicated for, not an extrapolation from
the general population. | could be wong, but ny
sense is there are no reasonabl e prospecti ve,
systematic studies of risk factors in pain
patients.

DR KATZ: Dr. Baxter?

DR. BAXTER. Yes, | agree with that in the
sense that | am hard-pressed to cite for you sone
studi es that have been done. But, on the other

hand, when | was referring to maki ng an assessnent
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I was tal king about asking the question if a person
has previously had problems with opiates in the
sense of having abuse; if they have, in fact, had
any problens in the past with other substances;

and, as ny coll eague nmentioned, having a history of
psychiatric illness. Al of these things are known
to put people at a higher risk. So, if you have
this type of information, well, then | think that
woul d behoove the prescriber to have a hei ghtened
sense of awareness that the possibility is there
and that it is more likely in those individuals
than in people who answer no to those questi ons.

DR. KATZ: So, we have a proposal that
from personal experience, clinical judgment and
fromextrapolation fromthe general population from
the world of addictionology we can put forth sone
probable risk factors that still would need
ultimately verification in a chronic pain
popul ati on, those being history of psychiatric
illness, history of substance abuse and history of
prescription opioid abuse being the three that you
put forth. Any comrents on the reasonabl eness of
those criteria for flagging patients at high risk,
even given the fact that our level of evidence is

no longer at the clinical trial level? Dr. Bril?
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DR BRIL: | would agree fully. | nmean,
clinical trials are great if we have them and
prospective, random zed studies are wonderful but
we still have to deal with the world as it is, and
there are a | ot of areas where we don't have grade
A evidence. W still have to deal with the person.
As | ong as you know what the | evel of evidence is
you are dealing with, then you still have to
approach the problem | nean, yes, maybe there is
a lot of research to be done but | think it is an
em nently reasonabl e approach to trying to identify
patients who are at higher risk.

The issue yesterday and today--and this is
what | found exciting about Dr. Kreek's talk--is
that we really can't identify in a fail-safe manner
those patients who will be tolerant, or dependent,
or have changes in their nu receptor. Perhaps when
we get the genetics of it worked out we will be
able to do a profile and say this patient shoul d
not receive an opiate ever, or you may always have
to give this patient this drug, and these patients
are safe. But we are nowhere near that
yet--perhaps we are very near to it, | don't know
but we are not there yet. So, in the neantinme we

still have to do sonething to try and be safe in
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our prescribing practices.

DR KATZ: Dr. Stronf

DR STROM | am someone who lives in
non-random zed data for a career. | agree with you
completely froma clinical point of view W are
not making clinical recomendati ons now, we are
maki ng regul atory recomendati ons. Regul atory
recomrendat i ons need to be made on the basis of
sci ence and shouldn't be made if there isn't
adequat e underlying science underlying it. That is
not to say that clinically you shouldn't do what
makes the nmost clinical sense but we shouldn't be
maki ng rul es that people are going to get sued for
if they don't follow themif there is no scientific
basis underlying it. On top of that, any
i ntervention, again, has bad side effects of its
own. Unless we know what will inprove things we
shouldn't be requiring it.

DR KATZ: What we are trying to do is
advise this division of the FDA as to what is a
reasonabl e way for physicians to practice nedicine,
al though it does verge into discussion on |abeling,
and then they go on and decide what is appropriate
froma regulatory point of view

DR. STROM | thought question nunber two
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is here is the labeling, how should we change it?
And, our discussion was what should we put into the
| abel i ng.

DR KATZ: It is, and | can be corrected
but I think our role is to provide clinical w sdom
and insight and evidence of data that addressees
the issue of the label, and they will decide howto
wite the label in the end. Wuld anyone from FDA
care to comrent on that?

DR. MEYER It is certainly true that the
di scussi on today, whether science or opinion, is
advisory to us and we greatly value both. It is
very hel pful for us to know when it is opinion and
when it is data based, however.

DR KATZ: Dr. Skipper?

DR SKIPPER: It is already in the package
insert, you know, that it shouldn't basically be
used in people that have a risk of msuse, abuse or
di versi on.

DR. KATZ: Could you read that |anguage?

DR SKIPPER: This is proposed on page 32
It says, Palladone can be abused in a manner
simlar to other product agonists, |egal or
illicit. This should be considered when

prescribing or dispensing Palladone in situations
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wher e the physician or pharmaci st is concerned
about increased risk of misuse, abuse or diversion.

So, it nakes only sense that since they
are saying there is a risk that we shoul d advi se
peopl e to screen for those risks.

DR KATZ: Not to put words into Dr.
Baxter's or Dr. Crawford's nouth but it sounds |ike
that wordi ng suggests that if, for whatever reason,
you happen to devel op a concern, then you m ght
want to go in some direction and | think what you
are saying is that your are recomendi ng a nore
proactive screeni ng process whereby each patient
for whom the physician is considering that
medi cati on ought to be screened. Then, if they
make it into the high risk category, whatever
screening criteria the physician uses, they perhaps
shoul d be monitored differently.

DR SKIPPER Yes, absolutely correct.
You are great!

[ Laught er]

DR KATZ: Now, | haven't heard anyone say
that that is unreasonable in terns of the clinica
practice side, forgetting about witing a | abel for
a second. | haven't heard anyone say that that

does not represent good nedical practice and that
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one ought to screen one's patients for whether they
m ght be nore high risk or low risk and consider a
nore proactive nonitoring systemfor those that may
be at higher risk, even given the uncertainties in
both the categorization as well as the efficacy of
the nmonitoring. Does anybody feel that that is not
a good way of using these nedications? Dr. Cush?

DR. CUSH. Well, | would make the
suggestion that makes you want to argue with ne,
that is, if we were to have a proviso asking for
some risk assessment in there, | would suggest that
when these prescriptions are being witten a
one-page form goes out with the prescription which
is arisk assessnment. Sone of this is taken from
Dr. Passik's presentation fromyesterday which |
t hought very good, but a risk assessnment, sonme goa
setting and sone outcone neasures. It is a
one-page thing. It sort of indicates that sone
di scussi ons went on between the physician and the
patient about risks and concerns and achi evabl e
goal s, and that can be part of a restricted access
system which could be part of a database that is
col l ected over tine.

Goi ng back to Dr. Strom s point which |

agree with, indications should have sone rigid

file://IC|/Daily/0910anes.txt (245 of 357) [9/17/03 9:51:26 AM]

245



file://IC|/Daily/0910anes.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

evi dence- based principles behind them and | would
ask himto comment if he thinks this is wong but I
think what we heard yesterday and today is that
there is a real need here, a real concern about
abuse potential. Based on what we see, we don't
know a | ot about what is happening and the
mechani snms behind it and, hence, there is a large
area of study that is needed. Wthout doing

sonet hing proactively in the formof |abeling we
are reliant upon who to do this.

DR. KATZ: Actually, it may interest the
group that there is a validation study that is
ongoi ng right now to develop a self-report
questionnaire that will screen patients for high
risk and low risk for prescription opioid use. So,
hopeful Iy, that questionnaire will be available in
ni ne nonths, or sonething like that. Dr. Rose and

Dr. Stromand then | am changi ng the subject.

DR. ROSE: What | would like to suggest is

that we shouldn't say that the physician should do
their own nmental screening and then treat those
patients that they suspect might be at high risk
for abuse in one way and not treat the others in
that sanme way. | believe that all patients should

be treated the same, nuch the sanme as we are doing
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in emergency roons and screening everyone for
domestic violence rather than just saying, well,
this person doesn't look like a victimof donestic
violence. | think you have to treat all patients
the sane and you have to have a | evel of concern
for everyone in the same manner. Then, once you

have assessed everyone, then you can nake your

deci si on.

DR. KATZ: Dr. Stronf

DR. STROM Yes, | agree. Again going
back, | think any intervention has negative side

effects and if you reassure people that these are
peopl e you don't need to worry about and you are
reassuring themincorrectly, then you potentially
i ncrease ri sk.

In terms of the other question that | was
asked about the specifics of the risk managenent
pl an and having a formfor use with everybody, that
woul d be used with everybody, and | am nuch nore
confortable with sonething |ike that that is used
for everybody and we will presumably talk |ater on
about the specifics. | still think in that kind of
recomrendation in anything we think about as we
tal k about the risk managenent plan, renenber that

t hese plans have side effects of their own. They
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will shift people to other drugs. People will not
get access--the nore we put into the plan, the |ess
access patients will have to the drugs. Maybe if
they don't work well that is appropriate but if
they have uni que benefit it may be appropriate.

But that is a different question and we need to
keep that kind of thing in m nd.

I think it is very inportant to
differentiate between clinical thinking, which you
apply to an individual patient at hand and what you
woul d do froma system point of view, which is
bei ng applied to a popul ati on because you have the
bal | oon phenonmenon, you squeeze here and it expands
somewhere el se. \Wen you apply any ki nd of
intervention it has side effects and we need to
think clearly about what those interventions,
therefore, should be.

DR KATZ: Did | hear you say that rather
than classifying patients into high/low risk based
on criteria that are not validated and just have an
enhanced nonitoring systemfor the putatively high
ri sk ones, you would propose an enhanced nonitoring
system for everybody?

DR, STROM | woul d propose an enhanced

moni toring systemfor everybody in studies to find

file:///IC|/Daily/0910anes.txt (248 of 357) [9/17/03 9:51:26 AM]

248



file://IC|/Daily/0910anes.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

out what real risk factors are. Again, a key
difference in clinical decisions and regul atory and
popul ation decisions is that in the clinica
situation you are forced to act in the absence of
data; froma regulatory point of view, we shouldn't
be recomendi ng actions unless there are data that
we know that the actions will make things better
rat her than worse

DR KATZ: | amgoing to change the
subj ect slightly, still keeping within question
nunber two. One of the aspects of this statenent
that is put down here in question nunber two is for
t he managenent of noderate to severe pain. Nobody
comrent ed specifically on whether they felt that
noderate to severe pain was an appropriate entrance
criterion for appropriate use or whether that
shoul d be just severe, or whether it should be
m | d, noderate and severe, or whether we shoul dn't
mention pain intensity at all. Does anybody have
any comrents on that aspect of the |abel? Dr.
Gllett?

DR G LLETT: In particular, I wanted to
underline the functionality definition that was
supplied yesterday, and | can't renenber by whom

but the scale becones an objective scale in terns
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of functionality whereas a subjective scale in
terns of pain relief and so forth. | think that
anything we can do to get into a two-way neasure
woul d be a benefit to the patient and to the
provi der.

DR KATZ: Dr. Stron?

DR STROM | want to echo that. |
certainly wouldn't restrict this to just severe
pain. | think that pain practitioners are very
used to thinking about a visual anal og scale and
measures of noderate to severe pain. But, as you
all well know, the same person will rate sone
peopl e's pain sonetines nild; sonetines noderate;
sometines severe. So, the actual use of the scale
is totally arbitrary.

I think what matters nmore is that the pain
is severe enough to cause functional inpairment and
that you have tried other alternatives and the
other alternatives haven't worked. | guess what |
amtal king nyself intois that | would renmove the
i ssue of severity of pain conpletely and talk in
terns of pain severity enough to inpair
functionality after having tried other alternatives
and it didn't work.

DR KATZ: So, if | have a severe pain
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that is seven out of ten on a zero to ten scal e,
severe in intensity, but | amstill able to get
through and function, which is actually not such a
bad description of nmy present condition right now -

[ Laught er]

--you wouldn't let ne take opioids?

DR. STROM If it is not inpairing your
function one could argue is it severe? Again, it
| eaves a | ot of vagueness in the definition of
functi on.

DR. KATZ: Just to be absolutely clear,
pain intensity is a well-validated construct and
there are, you know, fifty years of data on the
validity of pain intensity as a construct, and one
way of neasuring pain intensity is with a verba
categorical scale that includes descriptors such as
m | d, noderate and severe. Are you suggesting
throwi ng out that paradi gnf

DR. STROM | amsuggesting, (a) it is a
lot less well validated--and John Farrow who some
of you know worked with ne is show ng that--than
peopl e think and, (b) that primary care docs, who
are the ones who are prescribing nost or a | arge
proportion of this nmedicine, are not giving visua

anal og scales and they don't know what noderate to
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severe pain is in the same context. They do know
that if patients have enough pain it is interfering
with their function.

DR. KATZ: So, your suggestion remains
replacing pain intensity as the entrance criterion
with the functional inpairnent?

DR. STROM From an indication point of
view, not research-wi se. Again, you know, | am not
saying that research-wi se but froman indication

poi nt of view

DR. KATZ: | think it would be appropriate

to give Laura Nagel from DEA, since her group put
forth renoving noderate as a suggestion, a chance
to coment on their reasoni ng behind that proposal

MS. NAGEL: Candidly, we follow very
closely what was just put forward. It was the
question of what is noderate and what is severe,
and does everybody understand that to be the sane,
and when is it appropriate as a first-line or
second-line? | am personally thoroughly enjoying
the conversation and would very nuch follow the
functionality statement. |f | understood properly,
you would still be using severe and noderate but
what you woul d be doing is tying those sane

concepts to functionality, which night nmake it
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easier for non-specialists to follow. That is what
we were trying to get to when we brought these up,
that is, a termthat would be understood by the
general i st and understood better by citizens al so
as to what it neans, and still using the scal es and
having it not necessarily be the first-line of
defense as well.

DR. KATZ: So, you are endorsing the idea
of elimnating the subjective pain intensity rating
fromthe entrance criterion but replacing it with a
patient self-report of inpairment of function, to
be endorsed by a physician?

M5. NAGEL: Yes.

DR KATZ: Dr. Meyer?

DR. MEYER Maybe this is turning the
tables on Dr. Strom what data do we have to
suggest that--

[ Laught er]

--1 am serious, that a physician
under st ands the subjective self-report of
i mpai rment of function better than they understand

a report of nmild, noderate or severe pain?

DR. STROM | think your question is very
legitimate. | don't think the physician
under stands either of themvery well. | think the
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difference is that we are dealing with synptomatic
treatment and what matters is what the patient
reports. | think an arbitrary definition of
nmoderate or severe is arbitrary and what really
matters is--you know, the goal here is to relieve
synptons and does the patient have pain severe
enough that they need this therapy and other
therapy hasn't relieved it. That is a question of
functionality. That is just a question of English
in away that a patient would understand. So, | am
not | ooking here to target the physician. | think
the noderate to severe targets the pain physician;
it doesn't target either the prinmary care physician
or the patient. | amlooking to target the patient
because ultimately the only way to find out if
sonmebody has pain is to ask the patient.

DR. KATZ: Dr. Dworkin?

DR DWORKIN: | couldn't disagree with Dr.
Strom nore because it is the sinple fact that
function is the slipperiest concept in the whole
chronic pain world. How do you conpare function in
a 35-year old, single nother who is enployed, with
fi bronyal gia, and a 75-year old retired
quadri pl egi ¢ who has spinal cord injury pain? If |

knew the answer to that, | would know a | ot nore
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than | think any of us know in the chronic pain
world right now | completely agree with Nat that,
you know, a zero to ten scale or none, mld,
noderate or severe pain scale has a | ot nore weight
of reliability, validity, responsiveness evidence
base behind it than anything any of us could cone
up with in the next five years regarding function
| rest ny case.

DR KATZ: Dr. Bril and then Dr. Strom

DR. BRIL: | guess ny question also is
what is the real purpose of the functionality?
Pain is a patient synptom from none to the nost
severe and the patient really is the one who has to
report and you assess your efficacy on what they
are doing. 1Is the functionality reassuring the
physi ci an nore because you feel better? |If the
pati ent doesn't have pain, they are not at all
impaired with their function so that really
validates the fact that they don't have pain?
Wereas, if they say they have severe pain but they
are still working, then they really don't have such
severe pain so you are putting your judgnent on
their pain again?

So, again, who is nmaking the decision

about the patient's pain and the patient's pain
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relief? Is it the patient or the physician?
think if it is the patient, then VAS which has been
used in a lot of scales is quite good, and nost
people really know what mild, noderate and severe
is through use if they are using that. \Whereas,
i mpaired function, for the reasons stated, can be
very, very difficult and | think isn't any nore
validated. | nean, | don't really see that it is
validated in this field at all

DR KATZ: Dr. Jenkins?

DR. JENKINS: | think this is a very good
di scussion and this is exactly what we need to hear
because, as you know, we have been hearing advice
fromvarious parties that the noderate to
severe--the noderate part of that indicationis a
significant problemand there are those who have
suggested that elimnating the nmoderate fromthe
indication and limting this to severe pain night
actually lead to | ess prescribing. There has been
the hypothesis that |ess prescribing neans |ess
drug that is out there with potential to be
diverted, misused or abused. So, it is very
important for us to hear this discussion so that we
can understand the committee's views on what we

shoul d be doing in this regard.
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Alittle bit challenging sone of what Dr.
Strom has said, we are a science-based regul atory
agency but that doesn't nean that we always rely
just on randonized, controlled clinical trials to
make our regul atory decisions. An exanple | would
give here for putting the indication for opioids
into our risk managenent concept is that | don't
think there is any doubt that if you studied
patients with mld chronic pain and treated them
with a nodified-release opioid | don't think there
i s any doubt that you would not find the drug to be
effective. But we would not feel confortable in
the risk/benefit analysis recomrendi ng
nmodi fi ed-rel ease, high dose opioids for patients
with mld chronic pain.

So, putting this into a risk nmanagenent
perspective, | think it is very interesting and
inmportant for us to hear fromthe nenbers of the
conmittee about that noderate pain. | don't think
there has been any suggestion from anyone that we
shoul d change the indication with regard to severe
pai n. The congressman who testified yesterday--|
think everyone | have ever encountered with this
has said we viewthis as a legitimte and val uabl e

drug for people with severe pain, but there are
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sone who have questioned whether this really is
needed or necessary or has a favorable risk/benefit
bal ance for patients with noderate chronic pain.
And, | am not advocating the position one way or
the other; | amjust trying to make sure that the
conmittee understands the issues and gives us your
answer in a risk management concept.

Clearly, these drugs are effective in
relieving patients with noderate chronic pain. The
question we are trying to get fromyou is, is it
appropriate that we indicate these drugs for
noderate chronic pain, given their risk. So, you
really need to ook at this indication question as
not sinply what have the clinical trials proven to
be the case because we have to go beyond that when
we do our risk/benefit analysis. So, we really are
interested in hearing what your risk/benefit
equation analysis for noderate chronic pain is.

DR KATZ: Let's focus on that specific
question then, and the specific question on the
table right nowis what is the risk/benefit
anal ysis for the use of nodified-rel ease opioids
for the treatnent of chronic pain that is noderate
inintensity? Dr. Shafer? | amstarting nmy |ist

all over again so if you want to talk, raise your
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hand agai n.

DR. SHAFER: | woul d absolutely | eave
noderate on there, just to answer your question
bluntly. | amconcerned that taking the word
moderate off would be an invitation to prosecution
by the DEA, and ny DEA col | eagues have assured ne
that it would not be used that way but,
nonet hel ess, as a clinician | may well interpret it
that way and it mght, | think, significantly
restrict access.

I am unconfortable with people with
noderate pain having to beg for adequate anal gesi a,
and the diverters | think are not going to say,
"well gee, it's only noderate pain so ny pain's
just not enough. | suspect the diverters,
al t hough, again, | don't have data on this nor wll
there ever be data on this, but |I think we can know
things fromreasonabl e extrapol ati on and di verters
are very likely to be dissuaded by limting it to
nmoderate [sic] use because somebody's pain will
just be a whole | ot worse because it was fabricated
at the outset. So, | would very nuch be agai nst
renovi ng noderate. | think that it would actually
be a significant restriction for use by clinicians.

I would interpret it that way.
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DR KATZ: And froma therapeutic
perspective, it sounds |like you are al so saying
that the risk/benefit analysis of using opioids in
this population is favorable.

DR. STROM Well, you know, we have a | ot
of data presented even by Dr. Van Zee who got up
there and said it certainly is no worse. And the
safety studies, and there was a safety aspect to
that, said it is no worse. So, | don't see a
probl em

DR KATZ: (Oher comments on this issue?
Dr. Wody, you are next.

DR W.ODY: | would like to nake two
poi nts, again not necessarily based on evi dence but
opinion. First of all, when you are tal ki ng about
nmoderate pain | think al nost by definition you are
tal ki ng about people who may have fail ed on NSAI Ds
at this point and then what is left other than
opioids, either controlled rel ease or imediate
rel ease, which is a separate issue? Certainly, in
this group of patients, you know, | am not sure
what the alternative is at that point.

Second and sort of philosophical, you
know, if we are tal king about what a big problem

untreated pain is in this country, we are not
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tal ki ng about untreated severe pain. | think that
is recognized. W are not talking about untreated
mld pain; we are tal king about this |arge group of
patients with untreated noderate pain and | think,
you know, we have to provide the mechani smfor
treating these people effectively.

DR KATZ: Dr. Bril, you were next and Dr.
Rose.

DR BRIL: | wouldn't renpve the word
noderate either. You know, patients with mild pain
don't really want anything; they are happy to live
with it quite often. Wen you talk about side
effects of a drug they say, "oh, no, it's not that
bad." So nmild is no problemat all. It is
noderate where patients really need relief, and in
the chronic pain conditions | deal with the agents
that | have available to me are not universally
effective or universally tolerated, no nmatter what
they are, whether they are antidepressants or
anticonvul sants which I tend to use first; | tend
to go to the adjuvant anal gesics. So, | would not
wi sh anot her therapeutic avenue to be closed to ne
because there are a lot of patients there who stil
don't have relief and who need this option and you

woul d be depriving themof this potential relief.
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That is not to say | think every patient responds
to either short- or long-acting opiates either. |
mean, there is still an unmet need.

Moderate though is the |evel where a | ot
of nmy patients are willing to accept the risk of
side effects in order to obtain relief. Mderate
is really quite a marked |l evel of pain for them as
well as severe, so | would not renmpve noderate.

DR KATZ: So, it sounds |ike what we are
hearing is that restricting the use of these
medi cations to just individuals with noderate [sic]
pai n woul d worsen the under-treatnent of the pain
probl em and nmay or may not have an effect on
reduci ng the diversion or abuse of this.

[ Comrent from the audience]

DR KATZ: Ch, did | say the wong thing?
Thank you.

I would l'ike to nove on unless there are
any coments. Unless there has been some gross
m sapprehensi on of what the committee thinks,
woul d like to move on to the next issue.

DR JENKINS: Dr. Katz--

DR. KATZ: Go ahead.

DR JENKINS: Does anyone on the committee

not agree with the proviso that the indication
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nmoderate to severe chronic pain with all the other
conditions that are in the | abeling or that you
have suggest ed--does anyone not agree that that is
the appropriate indication for this drug? 1Is
anyone in favor of severe only?

DR KATZ: Should we go around and see
what peopl e t hi nk?

DR JENKINS: Sure

DR KATZ: Let's do that then just to be
sure everyone has had their chance to respond.
Let's go round the table and everyone can take half
a mnute and |l et us know what they think about the
i ssue of nmobderate to severe and, if it should be
modi fied, in what way should it be nodified and
why. Were should we start? | guess, Dr.
Crawmford, you are the first regular nenber.

DR. CRAWORD: | support noderate to severe

for the reasons already articul at ed.

DR KATzZ: Dr. Shafer?

DR. SHAFER: | support noderate to severe.
DR KATZ: Dr. Baxter?

DR. BAXTER: | support noderate to severe.
DR KATZ: Dr. Cardner?

DR. GARDNER: | support noderate to

severe.
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DR. KATZ: Dr. Aronson?

DR. ARONSON: | support noderate to severe
but | wish to speak to that a little bit further.
| al so recogni ze that the concern is accessibility
and availability and that if we do support, as a
comrittee, nmoderate to severe the likelihood is
that there will be nore avail able and nore
accessi bl e drug.

Having said that, | would like to turn
back to the recommendation, | thought a very
el egant recomrendati on that spoke to the | abeling
havi ng a requirement to ask physicians to behave in
a way that we all would perceive--evidence not
wi t hst andi ng, we all woul d perceive to be the best
way for physicians to behave, which is to take a
history and elicit those risk factors in those
patients that we believe would potentially be
diverters. It serves all good. | think it is very
hard to find the risk in that, again evidence not
wi thstanding. | think the benefits of that far
outweigh the risks, and I think if we are to say
nmoderate to severe we ought to do that with the
caveat that we are working with a hei ghtened
sensitivity that we have to police ourselves

per haps nore than we woul d ot herw se
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DR. KATZ: You favor |eaving noderate to
severe and addi ng | anguage to the |abel that
encour ages enhanced managenent of high risk
patients.

DR ARONSON:  Yes.

DR KATZ: Thank you. Dr. Saini?

DR SAIN: Mderate to severe, leave it
the way it is witten here.

DR KATZ: Dr. Kahana?

DR KAHANA: | also would | eave it as
moderate to severe but | would want to reenphasize
the point brought up earlier by Dr. Shafer that
these patients should have fail ed i mredi at e-rel ease
treatnent first because that at |east would reduce
the nunber perhaps--there are no data but perhaps
it would reduce the nunber of prescriptions
avai l abl e for the sustained-rel ease products and
think they really are a significant risk. | am not
sure that anything we do to reduce availability by
restricting physicians, however, is going to change
what happens on the streets. | think we all have
to recogni ze that. W just don't have any
i nformation.

DR KATzZ: Dr. Bril?

DR. BRI L: Moderate to severe.
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DR. KATZ: Dr. Rose?

DR. RCSE: Yes, | amin favor of the
noderate to severe and | was pl anning to nake that
conment al so that previously--1 think it was Dr.

W ody who sai d somet hing about patients failing
nonsteoridals and going on to this drug, this is
not appropriate, and all of the other material that
we have about Pal |l adone indicates that the patient
needs to have al ready been on opioids on high doses
and that this would be a conversion to the

| onger-acting drugs. So, | amin favor of the
noderate to severe with the understanding that Dr.
Kahana just verbalized about having failed other

t her apy.

DR. WLODY: | favor retaining noderate to
severe

DR. DAORKIN: | amconfortable with
noderate to severe, unconfortable with recomendi ng
assessnent of any risk factors unless they are
replicated and potent, and | don't think we have
any, and | am al so unconfortable with [imting it
to people who failed IR Mderate to severe is
fine.

DR CUSH. | amonly in favor of severe

but with the proviso that it could be worded as
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medi cation for chronic severe pain, or marked pain
or severe pain, or noderately severe pain that
inmpairs function, the reason being that in a
primary care doctor's office and in ny rheumat ol ogy
office and in a pain doctor's office we all see a
| ot of npbderate to severe pain. | would not like
to see as many Cass Il drugs being witten in a
primary care doctor's office and | shoul d be
witing a whole ot less than is being done in a
pain specialty office. So, | worry about the
nmoder at e bei ng abused by a | arge segnment of the
prescribing population and for that reason | think
severe should be on there. Again, pain with
functional inplications could be useful but that
assunes that function is nodifiable and it nay not
al ways be so. So, that is why severe pain or

mar ked pain with functional inpairnment.

DR KATZ: Thank you. Dr. Bobek?

DR. BOBEK: | support npderate to severe
as well, and the package insert change that was
recomended as well about it not being the
first-line opioid choice.

DR. KATZ: Thank you. Dr. Skipper?

DR SKIPPER. Because these drugs, or at

| east OxyContin, appear to recruit new addi cts and
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cause deat hs, and because there is no good evi dence
that the CR drugs are better than the IR drugs for
controlling noderate pain and there are other
options for people with noderate pain, | would say
severe pain and add the limtation in function

DR KATZ: Thank you. Dr. Craul 0?

DR CIRAULO | would favor severe as well
for the reasons that have been nentioned. | think
that one of the risks that we haven't tal ked about
the past hour or so is a public health risk, and
think clinical experience with other agents really
makes this a high risk for diversion and the
consequences of diversion are going to be
di sastrous, and | think this should be reserved for
severe

DR KATzZ: Thank you. Dr. Maxwell?

DR. MAXWELL: Severe and, again, | amvery
concerned, and maybe it is ny |ack of know edge,
but | haven't heard evidence of why we need another
drug like this right now. | amvery worried about
the damage that we could see if it is out and gets
m shandl ed as OxyContin was. |f it cones on market
and it is well controlled and we don't have this
kind of diversion, then | think it is appropriate

to go back, after there is nore data conming in, and
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269
per haps consi der addi ng on noderate but right now I
amreally opposed to this going on the market.

DR KATZ: Thank you. Dr. Stronf

DR STROM | would not restrict it to
severe, and the main reason is | think there are
peopl e who have noderate pain and significant
i mpai rment of function, not functional status as
measured by a scale but there are things they want
to do that they can't do because of pain and
think they shoul d have access to these drugs. |
think it should be specified as second-line drugs,
that peopl e should be tried on the mlder drugs
first.

DR. KATZ: Dr. Gllett?

DR G LLETT: | agree with Dr. Strom M
point is that you can't calibrate yourself and
devel op a quantitative basis for any risk
assessnent on this. The nurse wal ks up to you and
says how are you feeling today? You pause and you
don't know what you are tal king about because you
don't have a pH neter for your pain scale. | just
think that we need to have sonething |ike severe
impairment in order to use a chemcal like this.

DR KATZ: Dr. MLeskey?

DR MCLESKEY: Thank you, Nat. | think
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1 froman industry perspective we woul d

obvi ously

2 support the broader use of noderate and severe

3 pain. If | could also respond though
4 that Dr. Aronson raised just a nonent

5 hei ght ened sensitivity and the other i

to the issue
ago about

ssues of

6 maybe enhanced screening and nonitoring that have

7 been raised previously as well, | just wanted to

8 comrent, and this will probably resonate with other

9 topics that you will be discussing later in this

10 session, that that would represent a hurdle and it

11 m ght be a hurdle for clinicians that

12 placed. |If it is, as we consider al

ought to be

t hese i deas,

13 I would just like for the clinicians especially on

14 this commttee to corment on is it too onerous a

15 hurdle or is it sonething that woul d be acceptable.

16 I would also like to plant the seed that

17 as we apply those kinds of strategies

it might

18 actually be sonething, if it were specific and

19 relatively easy for a clinician to acconplish them

20 that in fact it m ght be reassuring to the

21 clinician that once it is satisfied, then there

22 m ght be easier ways to docunent conpliance and
23 potentially reduce the risk of reprisal
24 DR KATZ: Thank you. Dr. Jenkins?

25 DR. JENKINS: Just one fina
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side | wanted to ask the conmittee to clarify
because, as we went around the table |I think it was
very useful to hear your individual thoughts on the
question, but | think |I did hear sone people
responding to the question as it is witten, which
applies to the currently marketed nodified-rel ease
opi oi ds including OxyContin and sonme of the

nmodi fi ed-rel ease norphines. | heard some of the
conmittee nenbers seemngly tal king towards
Pal | adone. So, | guess | aminterested in
under st andi ng whet her the conments that we just
heard apply to Palladone or to the currently
approved nodified-rel ease opiates or all.

DR. KATZ: Well, let's do that by show of
hands. \Whose comments were related? This is what
I amgoing to ask so hold on for a second. Whose
comrents were related to just OxyContin, whose were
related to just Palladone, and whose were rel ated
to both?

OxyConti n--who was tal king about OxyContin
in their comments that they just nmade? OxyContin
al one?

[ Show of hands]

So, one person actually read the question

Who was tal ki ng about Pal | adone al one?
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[ Show of hands]

That is great. Who was tal king about both
medi cati ons wi thout naking a distinction?

[ Show of hands]

Does that answer your question, Dr.

Jenki ns?

DR JENKINS: That is helpful. Thank you.

DR. KATZ: Geat! Dr. Rappaport?

DR RAPPAPORT: Could | just ask Dr.
Dworkin to clarify why you felt that previous use
of IR should not be a requirenent?

DR, DWORKIN: | guess | don't have any
data on this. M inpression is that there are sone
patients, and here | amnot referring to Pall adone;
here | was referring to OxyContin for that specific
qualification--1 think that 10 ng is a | ow enough
avai |l abl e dose fornulation that there are certain
circunstances--of course | amnot a
physi ci an--where that woul d be a dose that one
could initiate a patient on and there wouldn't be a
need for having that patient to have either been on
an IR form of oxycodone or to have failed an IR
form of oxycodone for sone reason. O course, as
the | abel suggests, it is a different story

entirely with Pall adone.

file:///IC|/Daily/0910anes.txt (272 of 357) [9/17/03 9:51:26 AM]

272



file://IC|/Daily/0910anes.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

DR KATZ: Any comments fromour friends
fromPurdue prior to leaving this subject?

DR. HADDOX: | appreciate Dr. Jenkins
clarifying what ny readi ng of question two is, and
that is that recomrended changes may further
enhance the safe and effective use of the products,
and | presume that means nodified-rel ease opioids
whi ch includes nmore than OxyContin and Pal | adone.
There are a nunber of nodified-rel ease norphines,
as has been nentioned, and there are al so
nmodi fi ed-rel ease fentanyl products on the market.

So, given that, | think that any
restrictions you are tal king about, if you are
going to answer the question as | understand it,
apply to all, to this class, if you will, or the
subclass. | think that the screening
recomendati ons that have been put forth, if | were
in practice now doing this, would apply to that
subcl ass, the nodified-rel ease opioids.

I also think that we are | eading ourselves
a bit astray by breaking the indication that the
FDA pl aced here for you as a sanple into its
tripartite units. This, unlike Palladone, is a
three-tailed test. That is, it is not just

nmoderate or severe pain. That is not the

file://IC|/Daily/0910anes.txt (273 of 357) [9/17/03 9:51:26 AM]

273



file://IC|/Daily/0910anes.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

i ndication for OxyContin. |If that is all you have,
that is not the indication for OxyContin. |f you
have nbderate to severe pain when a continuous,
around-t he-cl ock anal gesic is needed for an

ext ended period of time--three conditions--then you
are a candidate for OxyContin. | think it is very,
very different.

I mean, | used to be a dentist, recall,
and | had | ots of people with nbderate pain after
dental extraction who did not neet the OxyContin
i ndi cation because it wasn't going to last for an
extended period of tinme; it was going to last for a
coupl e of days. They would be on a nonsteroida
and they would be on Tylenol and it would be done.
So, | think we need to keep that in mnd.

W have addressed this actually with DDVAC
in an addendum whi ch we are putting in our adds for
OxyContin that says when used in this context,
noderate or noderate to severe, it does not include
commonpl ace and ordi nary aches and pains, pulled
nmuscl es, cranps, sprains or simlar disconforts.

If the conmittee would think that woul d be usefu
to add to the Pls of all these things, we certainly
would be willing to discuss that with the agency.

I think it is also inportant to renenber
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the slide that Dr. Lipman, | believe, showed
yesterday of Dr. Celand s work, show ng that
noderate pain has substantial inpairment when it is
persistent, not noderate pain froma sprained ankl e
that lasts for a day but nmoderate pain that is
persi stent.

The issue about science, | think we need
to get back to that. | have a concern about the
di scussion of placing "not as a first-line drug"” in
t he package insert for OxyContin and | presune
ot her non-Pal | adone nodified-rel ease drugs. The
reason is there is a 20 ng dosage formfor
OxyContin. Renmenber the fourth test of Pall adone
is that you nust require and be able to tolerate 12
nmg a day of hydronorphone. That is why it can't be
the first-line drug. It is not for use in people
who are not opioid-tolerant. That is why it can't
be the first-line drug.

We have science the agency has seen where
we have studi ed OxyContin in opioid-naive subjects
and OxyContin was deened safe and effective based
on those data. Renenber what Dr. Portenoy said
yesterday, that there will be situations when in
this continuumof care along a course of

progressively nore intense anal gesics there night
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be a reason to start soneone on an opioid as a
first-1ine drug.

From the issue of abuse, if someone was
going to abuse a 10 ng OxyContin why woul d they pay
$10 for that on the street instead of buying two
Percocets and getting the sane anount of nedicine?
So, | think we have to be careful that we are not
m xi ng appl es and oranges here. Palladone is a
different product for a different indication than
OxyContin. There are overlaps. There are sone
simlarities but they are not a one-on-one thing.

I have data actually fromtwo other studies on
other things that we have di scussed previously, if
you so desire

DR KATZ: | think that the critique is
fair that it may not have been entirely clear as
peopl e were giving their answers whet her they were
talking to the entire class of nodified-rel ease
opi oi ds or just Palladone, OxyContin, etc. W
certainly could revisit that in detail now but,
given the time and given that we still have a |ong
agenda, | would pose the question to the fol ks from
the FDA as to whether you would like us to take the
time to go through that clarification or whether

you have heard what you need to hear from us.
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DR JENKINS: | woul d suggest that we nove
on because there are a |lot of additional issues
that are beyond just the indication, and | think
the points we have heard are very valid. No one,
thi nk, around the table was thinking of this just
as a noderate to severe pain indication. That was
just to get to sonme of the suggestions that have
been made. No one was taking this out of context
and | don't think the conmittee nenbers, as we went
around the table, were taking it out of context
because nost of the commttee nenbers actually
advi sed addi ng additional type of qualifications to
the indication. So, | don't really think, fromthe
agency perspective, it is necessary to revisit the
issue. | would like to get on to the questions
about risk managenent plans, access, etc.

One thing to clarify, the way these
questions were set up, the first three Roman
numer al questions, and nunber |11 has a | ot of
sub-parts, were really focused on the currently
approved nodified-rel ease opiates, with the fina
question being specifically applied to Palladone
and whet her you think that the Palladone risk
managenent plan is adequate for safe and effective

use. So, you may want to keep that in nmind as you
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go through the questions under Roman nuneral [11.
They are primarily directed towards the currently
avai | abl e products but, obviously, there is overlap
with the Palladone and the Pall adone plan is the
one that you have heard nost about today, and

won't be surprised if you have troubl e distinguish
and keeping those as true separate categories.

DR. KATZ: Thank you. One |ast
observation | will make before we take our break is
that it seens clear that people who treat pain for
a living and who worry about the probl em of
under-treatnent of pain tend to favor the nore open
| abel , whereas people who treat the conplications
of opioid abuse, obviously, favor the nore
restrictive labeling. So, what is needed is for
sonmebody sitting on top of both of our groups to
ki nd of weigh and bal ance all of it and put it
together in the interest of public health. | am
not sure any one individual of us has the
capability of doing that sitting around the table.
A 15-mi nute break.

[Brief recess]

DR. KATZ: Let's nove on. | knowthis is
the time when people's stamna starts to drag and

peopl e start to think about how they are getting
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hone, but let's try to redouble our nental energies
towards the last hour and a half of our neeting.
amgoing to read the next question, which will take
nme half a minute or so, and then we can start

di scussi on.

The FDA is currently review ng a nunber of
proposed ri sk managenent plans for nodified-rel ease
opi ate anal gesics. Again to reiterate what Dr.
Jenkins said earlier, this question will be
referring to currently avail abl e nodified-rel ease
opi ate analgesics. Is that right, Dr. Jenkins?

DR JENKINS: oviously, we are al so
reviewi ng the Palladone plan but we are asking you
a specific question | ater about Pall adone.

DR KATZ: So, we should consider that
this question is with relation to al
modi fi ed-rel ease opioi d anal gesi cs?

DR JENKINS: Yes, this is kind of nmore of
a generic question.

DR. KATZ: Fair enough. Thank you for the
clarification.

In order to make informed and appropriate
determinations in regard to these risk managenent
pl ans, we need to carefully consider which el enents

of risk managenent would nost |ikely increase the
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safe use of these products for legitimte patients
and result in a reduction in abuse, overdose,
addi ction, and m suse in the nedical setting. In
addi tion, we nust also take into consideration the
potential adverse inpact of these various risk
managenent el ements on patients, prescribers, and
pharmaci sts, as we do not wi sh to inpede proper
pai n managenent. In light of these concerns,
pl ease discuss the follow ng el enents of risk
managenent .

Now we are going to discuss number one.
That will be the topic of discussion for the next
little while: Restricted access--sone risk
managemnment prograns have attenpted to nmanage ri sk
of drugs through various interventions that attenpt
to limt product use to appropriate patients.
Exanpl es of such interventions have incl uded
efforts to limt prescribing to a subgroup of
physi ci ans based on established expertise or
compl etion of specific training in safe use of the
drug or to limt prescribing to a subgroup of
patients such as patients who have fail ed other
avai l abl e therapi es or patients who have the nost

severe nmani festations of the di sease.

Di scuss the role of restrictions in access
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i n addressi ng concerns about the abuse and m suse
of nodified-rel ease opioid products and how any
such neasures may inpact on the use of these
products in appropriate patients.

So, let me just focus everybody's
attention on the key elenents of this very |ong
gquestion. Restricting to certain types of
physi ci ans, would that hel p solve the problens we
are concerned about? Wuld that inpede appropriate
pai n managenent? Restricting to certain kinds of
patients, would that help solve the problems we are
concerned about? Would that have any negative
i mpact on appropriate pain managenent? Open for
di scussion. Dr. Shafer?

DR SHAFER First of all, | need sone
clarification. Wen we are tal king about
restriction here, are we tal king about restriction
through the process of, for exanple, the package
insert where it says only these physicians shoul d
wite prescriptions, or are we talking about somne
sort of administrative mechanismthat actually
assures that either the patients have net certain

qualifications, for exanple, the pharnmacists have

to verify the presence of certain |ab data for them

to even get physical access to the drug?
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DR KATZ: M understanding is that this
could refer to any sort of adm nistrative mechani sm
for restricting access to physicians or patients.
Dr. Jenki ns?

DR. JENKINS: Yes, this is primarily
i ntended towards things that go beyond just the
package insert. As Dr. Trontell described in her
presentation yesterday, there are exanples of risk
managenent prograns that have gone beyond the
package insert and actually put in place nechani sns
such as those that are described here. So, we are
tal king here about restrictions to access that go
beyond sinply the indication statenment or any
statenments in the |abeling about who should or
shoul d not receive the drug or who should or should
not be prescribing the drug. W are talking here
nmor e about any specific prograns to try to nake
sure those limtations actually occur

DR KATZ: So, that is another |evel of
the question |I guess, if you believe that this is
an appropriate goal of restricting to certain
patients or physicians, what sorts of prograns
could one envision to inplenent such restrictions?
Go ahead.

DR. SHAFER. Then just to ask for nore
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clarification, in terms of these prograns, are we
tal king about all Cass Il, or are we tal king about
Class Il nodified and extended rel ease, or are we
tal ki ng about Pal | adone?

DR. KATZ: Go ahead.

DR JENKINS: W are tal king about the
Class |l nodified-rel ease products.

DR. KATZ: Dr. Aronson, you were next.

DR. ARONSON: Yes, | will speak to the
question. M opinion is that access to a certain
speci fic physician group ought to be liberal as we
need to recognize that the majority of physicians
in our country are not specialists and there are an
awful lot of patients out there with pain that
woul d i kely be seeing those physicians who are not
specialists on a first-line basis.

Having said that, | think that it is
reasonabl e that we expect a certain hurdle--1 think
that was the word that was coined earlier--but a
certain set of criteria that anybody neets to
denonstrate their understanding of the inplications
of witing these particular drugs. | think we
ought to be careful to establish those criteria so
that they are openly accessible to all physicians

but significantly high enough that there is sone
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degree of assurance that they do understand the
implications of witing these drugs.

DR KATZ: Just to be clear, you would not
suggest restricting by specialty but you woul d
suggest restricting to physicians who have in sone
way, shape or form denonstrated conpetence to
prescribe these particul ar products.

DR. ARONSON: Correct.

DR KATZ: Dr. Strom you were next.

DR STROM By nature | am an activist and
believe more in restriction than educati on because
we know education doesn't work, at |east beyond
medi cal school. But in this case | think
restriction would be a mstake. The reason is that
I think any intervention has side effects, as was
tal ked about a fewtines, and it is very clear that
if you restricted access here it would reduce
access to the drug to patients who need it for
pain. It is not at all clear that it would in any
way affect the problem of drug abuse or overuse.

If in fact there was | ess of the nodified-rel ease
opi oi ds so people would use | ess of that, they
woul d use nore of sonething el se. So, absent
evidence or even reason to think that it would

really affect the nation's problem reduce the
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nation's probl em of opiate abuse, | would think
that restricting access woul d cause probl ens and
woul d not have any benefit.

DR. KATZ: So, you are saying that you
al so would not restrict, but you also don't even
like the idea of restricting by conpetence because
you are not persuaded that one could actually
create conpetence through the typical educationa
progranms that we inplenent. Dr. Maxwell, you are
next .

DR. MAXWELL: | want to talk just about
Pal | adone for a mnute because sonmething was in the
presentation yesterday that was not discussed that
I think we need to think about. When Xyrem was
brought to market--now, Xyremis gamm
hydr oxobuterate and to avoid the abuse problemns it
is available only through a central pharmacy. So,
it would seemto ne that as this drug rolls
out--and | think those of us in addictionol ogy
almost think it is not going to be a probl em of
people turning into addicts, it is going to be a
probl em of an awful |ot of drug deaths on the
streets. It is going to be in bodies; it is not
going to be an addiction because of the strength of

this drug and the potential for abuse and the side
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ef fects.

Could it not cone through a centra
pharmacy? That way you can assure the doctor that
for himeven to wite it there woul d be controls on
the distribution so we could get out of this
busi ness of the back door sort of thing. |If the
drug turns out to be | ess abused and not the
probl em we thought, it could spread out. But | am
very worried about dead people. W may ease the
pai n of sone but we are going to kill an awful | ot
of others with this drug.

DR KATZ: So, you would favor restricted
distribution through certain pharnacies, as well as
restricting to certain types of physicians.

DR, MAXVELL: No, | didn't say that about
restricting physicians. |Is there sone sort of
course | can take, an educational course?

DR STROM Can | just clarify, are we
tal ki ng about Pal | adone now?

DR. MAXWELL: Yes, Pall adone.

DR, STROM | wasn't tal king about
Pal | adone, | was tal ki ng about other non-Pall adone
drugs.

DR KATZ: That is a fair clarification

We shoul d actually stick with non-Pall adone- -
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DR. MAXWELL: But that is an option that
needed to cone out that was not discussed yesterday
that shoul d have been.

DR KATZ: Fair enough. Dr. Bril?

DR. BRIL: | guess my experience is a
little bit different. | have a couple of thoughts
about how you m ght find this out, your
ef fecti veness and get sone evidence here. | don't
know how | ong you have had to have a DEA |icense to
prescribe Class Il drugs in the U S. That
contrasts | think to our situation where we don't
need a |license from say, our CVP to prescribe
Class |l drugs or the equivalent. So, if you knew
the interval before and you | ooked at the |evel of
addiction in the country before the |icenses becane
mandat ory and then conpared to an interva
afterwards you mght see if you have actually
i nfluenced the percentage of addicts that you have
through restricting or granting special |icenses
through the DEA to physicians. That nay be one way
to look at this question

The ot her way, you could actually perhaps
compare a popul ati on base here with one north of
the border to | ook at the percentage of opiate

addiction, if you can get conparable nunbers froma
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pl ace, you know, where you have restrictions to a
pl ace where you don't have the sane kind of
restrictions to see whether restrictions work.

Those are just two approaches. | don't
have that information nmyself. | don't know of any
of this information in Canada; nmaybe Heal th Canada
does.

M5. NAGEL: W register any physician that
applies that has a legitimate |icense for the
state. There is no delay. Wen they come in and
pay our license, then they are able to show that by
the state. W provide themw th a registration.
There is no lag. There are no qualifications other
than a state license.

DR KATZ: Just to reiterate that, you
don't need to have any qualifications, other than
an MD. degree in this country. You don't need to
denonstrate conpetence in prescribing controlled
substances in the United States of America in order
to obtain a DEA registration to do just that. |Is
that correct?

M5. NAGEL: Yes.

DR. KATZ: Dr. Shafer, you were up next.

DR SHAFER. First of all, let ne say I

woul d strongly support, by way of restriction, that
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1 the DEA require people to have a certa

2 CME credits before getting ClI approva

n anmount of

across the

3 category. | don't believe about education not

4 working. Actually education is quite effective,

5 havi ng recently taken a driver training course to

6 that effect.

7 If people have to take a certain nunber of

8 CMEs and, you know, it can be Internet

based and

9 there are all sorts of interesting ways of doing

10 this for the whole Cass |l opioids,

t hi nk t hat

11 is asmart thing to do. | amunconfortable

12 differentiating the internediate rel ease and the

13 sl ow rel ease fromthe i mmedi ate-rel ease products

14 because | think that in doing so you may kind of

15 trivialize the risk of the other ones.

16 al | dangerous drugs, and | am not convi

These are

nced from

17 the data that | have seen that any particul ar

18 opioid inthe Cass Il category is intrinsically

19 nmor e dangerous than any other one, or that any

20 rel ease pattern is intrinsically nore dangerous.

21 think they are all dangerous.

22 Now, there are some uni que properties.

23 somebody were to distill the hydronorphone out of
24  the Pall adone tablets, they would have sonething
25 that would | ook like heroin. So, that is an
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interesting risk that is a little bit unique to
this drug because of the characteristics of the IV
formulation that mght be distilled out. That is
the kind of thing physicians need to be educated
about through a program Oherw se, | would not
favor a programthat targeted either slow release
or that targeted a particular nolecule in the C ass
Il drugs.

DR KATZ: Laura Nagel, s response to the
education of physicians issue?

M5. NAGEL: For everybody's information,
we have been working with FDA and this is one of
the things we have been cooperatively working on
with FDA. Dr. Katz actually brought it up six
mont hs ago about trying to work with the state
medi cal boards to require some sort of continuing
education before you would be able to renew your
DEA regi stration

What we will have to do, just for your
i nformati on because nothing in the governnent noves
qui ckly, we will have to actually have | egislation
The way the lawis witten it says we "shall" issue
a registration. So, if we are going to put a
requi renent on your registration that you would, in

fact, have gotten sonme up to date education, we
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take a very positive view about it. W do believe
there are the outdated and the duped, and we think
this is probably the best way for us to try and
reach them So, that is sonmething that we are
working with the FDA on

I am hopeful that actually Massachusetts
coul d be somewhere--we could kind of go first. But
we are going to have to work with the state nedica
boards because | don't think you want DEA defi ning
practice of nedicine. So, we are going to have to
go back through your state boards and work with
them but that is sonething that we absolutely do
agree with you on, and | can speak for the FDA
Conmi ssi oner, he does al so.

DR KATZ: Thank you very nuch. The
second pi ece of your comment was related to whether
we are making a fal se distinction between nodified
rel ease and i medi ate rel ease.

DR. SHAFER. The nunber one drug on all of
these lists has been Vicodin. So, if you want to
tal k about the biggest single problemthat we face
as a health problemhere, in the United States, in
the way of diversion of prescription drugs, it is
Vi codin, which is an i mredi ate-rel ease drug.

DR KATZ: This nay be an artifact of the
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292
purpose of this neeting and | don't know if, Dr.
Rappaport and Dr. Jenkins, you want to address that
i ssue.

DR JENKINS: We clearly recognize that
all the opiates are abused and the coment about
t he hydrocodone--1 guess Vicodi n--being the one
that always shows up at the top of the list. W
were focusing here on the sustained-rel ease
products or the nodified-rel ease products because
of their unique characteristic of having such a
hi gh dose in a given tablet and the risk of serious
adverse events and death, as well as potentially
the risk of greater liability for addiction because
of that characteristic of the product, very high
dose, sustained-rel ease characteristics that can be
overcone by soneone who has that desire. So, that
is why we were really focusing here--we recognize
that all of these products are abused and will be
working with DEA on all these products, but for now
we were focusing on the nodified-rel ease products.

DR KATZ: Dr. Rose, you were next.

DR ROSE: In tal king about whether or not
we should be restricting the prescription of these
drugs, | would be in favor of restricting the

nodi fi ed-rel ease drugs in some way, keeping in mnd
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that we already have the OxyContin out on the

mar ket whi ch does have a history now of abuse, both
bei ng diverted by the patient who receives the
prescription froma duped physician to physicians
who are running drug mlls.

So, there is definitely a need for
education like Dr. Aronson said. There has also
been the conment nmade about education doesn't work.
So, | would like to conbine those and say we shoul d
restrict themto the educated physician, restrict
the prescription of that to the educated physician
but we would have to do a little bit of stepping
back because | amtal king about all of the
modi fi ed-rel ease drugs and that woul d incl ude
OxyContin. And, now we have physicians who can al
prescribe the drug. So, it would be kind of hard
to get that into the practice of medicine.

In a way then, | amjust talking about
Pal | adone. | think it is appropriate to have sone
restrictions on the prescription or these drugs, at
| east at the beginning. W are here basically to
tal k about Palladone, and if we have made ni stakes
in the past as it relates to OxyContin, it doesn't
nmean that we have to make nore nistakes in the

future about Palladone. | amnot saying keep
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Pal | adone off the narket; what | am saying is that
if it is going to be marketed, market it in an
educating fashion. So, | would be in favor of a
strong education aspect in this.

Then, the aspect of how | ong some
physi cian has been in practice before they could
prescri be any one of these drugs, my inpression
fromjust hearing stories in Pennsylvania is that
sonme of the doctors, who are running drug mlls and
prescribing these in a crimnal fashion, is that
some of them have been in practice for years, and
years, and years, and they are tired of practicing
medi ci ne and they are running these nills, and they
are making a |l ot of nobney on their way to
retirenent. So, | don't think that the nunmber of
years you have been in practice is really the
answer to that.

DR KATZ: Dr. Cush?

DR. CUSH. | amgenerally opposed to
restriction but I do think that somewhere, not only
in the package insert which is usually not read by
physi ci ans--1 know that the agency would like to
think that they actually do read package inserts
but | think studies have shown well that doctors

don't. They go to themas references for
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295
particular issues rather than to read the whole
thing to be instructed on the proper use of a
medicine. | think we have to indicate sonmewhere
along the way the gravity of witing a Schedul e |
drug, including this new drug Pal |l adone.

So, either you do sone sort of extra
course work and then you becone part of the club
that can wite this prescription, or I will make a
case for a one-page registration that can be done
on a periodic basis where patients can receive
that. In that one-page formthat is filled out they
coul d have docunentation of need, of goals, of
out comes that would include risk assessments and
out comes that could also include serious adverse
events and that would be, again, instructive as far
as the overall outconmes of this program and what
it means, and | think we could learn a |l ot from
that and that would be very inportant as far as
whet her this should be applied to other drugs in
the sanme cl ass.

I do think that such a neasure does not
restrict people fromgetting this particular new
drug because there are plenty of other drugs
avai l abl e and this new drug does not provide any

trenendous unnmet need so that we need to neke it
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open to as many people as possible. | think it is
a good opportunity that we should study this drug
as it enters the market.

DR KATZ: It is probably ny fault that
you are tal king about both Pall adone and the other
nodi fi ed-rel ease opioids together. So, let ne ask
you to clarify your suggestion about a patient
registry then. 1t sounded |ike you were suggesting
that patients should be entered into a patient
registry. Are you talking about patients who are
prescri bed any nodified-rel ease opioid, or just
patients who are prescribed Pall adone when it cones
on the market, or sonething el se?

DR. CUSH. | think you have to start
somewhere and | think you should start with a new
drug on the market. |f that proves successful as a
deterrent, as a means of fixing the probl em of
di version, of fixing abuse or |owering abuse
potential, then it should be adopted to the class.

But | think that you have to start somewhere and,

again, | think that one page is not an inpedi nent
in ny practice of medicine. | do this all the
time. The patient is |leaving the room-oh, | need
to fill out a prescription for you to go to

physi cal therapy, which is a one page thing.
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have to wite out a form | do this all the tine
and it usually reflects the context of what
happened in the course of the visit, which in this
case would go to the issues of risk assessnment and
reasonabl e goals and why | amusing this particul ar
drug.

DR. KATZ: | haven't heard anybody say
that they favor restricting the use of
nodi fi ed-rel ease opioids a priori to a certain type
of patient, one with this disease, that disease,
you know, this history, that history. AmI| mssing
sonet hing? 1|s anybody actually in favor of
restricting to a certain kind of patient and
m ssed that? So, that is a take-home nessage then

The suggestion is on the tabl e about
patient registry, but | just want to also follow up
on the suggestion that cane up earlier about
restricting to physicians that neet sone conpetency
criteria. The reason | want to talk about that for
a second is that it seems |like that would be very
unlikely to inpede the appropriate practice of
medicine in terns of the negative potential of
various interventions that we could come up wth.
Whet her it would have a positive effect on reducing

di version, addiction etc. is another question, but
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is there anybody who feels that there would be big
downsi des to establishing physician conpetency in

order to prescribe these drugs? Bob Dworkin, did
you have anything you wanted to say at this point

of time? You are actually next on the list.

DR DWORKIN: | was going to nake the sane
suggestion that Steve was going to nake about DEA
requiring sone mnimal |evel of CME. M concern,
to followup on your question, is that it sounded
like this could be a five- to ten-year process, and
then what are we going to do while the DEA sets
into place a CVE requirenent for re-registration?
If it really is going to take five- to ten-years,
it is nice to know that that is on the I ong horizon
but what about the near horizon?

MS. NAGEL: And that is actually correct,
sir. It would not be a quick fix; it would be a
|l ong-term project. Thank you for bringing that up
because | don't want to | eave anybody with the
i mpression that we are going to do this quickly.

It is sonething that we hope to do but it will be
long-term not a short-term

DR. DAORKIN: So, it seens like we are al
in favor of that but that doesn't really address

any of the need for the next ten years.

file:///IC|/Daily/0910anes.txt (298 of 357) [9/17/03 9:51:26 AM]

298



file://IC|/Daily/0910anes.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

DR KATZ: Although it may be possible, in
col l aboration with the state medi cal boards, to
fast track this pre-legislation. |Is that correct?

MS. NAGEL: That is what we hope to do
We hope to get a couple of states together and they
may have data to present in the future on the
utility of the program | nmean, we hope to do what
we can quickly but the reality is--1 don't want to
say ten but | would say to you it is probably a
three- to a five-year process because |egislation
wi Il have to get changed; nedical boards will have
to get on. So, the short-termis the products that
are out now and nore products that are com ng out
soon.

DR KATZ: Dr. Trontell, do you have
sonet hing to add?

DR. TRONTELL: Not on the topic of
physi ci an conpetency but | will have a question of
clarification about patient registration based on
Dr. Cush's remarks. | can wait if you Ilike.

DR KATZ: Go ahead and do it now.

DR TRONTELL: If you could clarify, since
we have tended in the agency to refer to registries
as, in fact, some central repository of information

on patients, are you referring to sonething that
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m ght be maintained, say, in the patient's chart
with the physician in the nature of a
physi ci an- pati ent agreenent, or sonething, in fact,
where there is sone collection of these data and
oversi ght ?

DR CUSH. | would envision this being not
part of the chart because it is sonmething that goes
along with the prescription, and it should actually
reflect what should be in the note or the context
of what happened in the course of the visit. So,
if it were to be copied and put in there, that
woul d be fine but it should also reflect what is in
there anyway. But | would envision this thing
either being given with the prescription to the
patient and the patient takes both to the pharnmacy
and then it gets submitted and sent to a centra
depository. Then you can use that to coll ect
informati on on a patient on a drug over tine.

Again, it has to show up with every prescription

I nmean, | have heard that sonetimes you can only
give two weeks at a tine, so maybe quarterly
patients are registered or a patient is registered
if a doctor goes on line and fills this stuff out
on line by doing sone check boxes and it is checked

t hat way.
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DR. KATZ: Thank you. Based on tine, we
only have tine to spend another mnute or two to
tal k about restricted distribution by either
patients or physicians. So | want to try to
restrict the next few comments to conments
specifically to the area of restricted
distribution, and, Dr. Gllett, you are next.

DR. G LLETT: As a big supporter of
extension work, we use that for pesticides because
restricted use pesticides have to be sold by a
person with a license that gets four units each
year of continuing education. This neans that the
hardwar e store sal esman or the pesticide applicator
has to have that license. You at |east ought to
have that sanme |evel of teaching education for a
drug of this class.

DR. KATZ: So, you are in favor or
requiring denonstration of physician conpetency--

DR G LLETT: yes

DR. KATZ: --for prescribing all
nodi fi ed-rel ease opi oi ds.

DR. G LLETT: Yes

DR. KATZ: Dr. Skipper, you are next.

DR SKIPPER: | wanted to nention that it

appeared fromthe data, fromthe DAW data and
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other data that the interpretation of OxyContin did
recruit new non-mnedi cal substance abusers, and it
is my inpression that there was a significant death
rate, you know, 500 to 1,000 people a year, from
overdoses of OxyContin. That has been ny
impression. | don't know, we didn't hear any

di scussion of the death rate.

Anyway, | have been wanting to nmention
sonmething during this entire neeting, and that is
that | think there is a significant stignm agai nst
subst ance abusers. |If we were tal king about a new
antibiotic comng on the market that was taken by
kids and they died, then it probably woul dn't get
i ntroduced. So, sonmehow we are feeling okay about
i ntroduci ng nore drugs that are probably going to
be abused and kill people, and it is probably going
to be kids that are experinenting and | just think
we need to keep that in mnd.

DR KATzZ: Dr. Crawford, |ast conment on
this issue.

DR. CRAWORD: Thank you. It is a quick
one. | amjust a bit sensitive that all of our
di scussi on has focused on the diagnosis prescribing
side to physicians. There are others with

prescriptive authority. Whatever occurs with
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1 physi ci ans shoul d al so be extended to such as

2 advanced practice nurse practitioners and perhaps

3 dentists with certain indications, and others. So,

4 that is my only conment.

5 DR. KATZ: That is a very good point. W

6 shoul d all be probably using healthcare providers

7 or sonme nore general termlike that for the purpose

8 of this discussion. |Is that what you are saying?

9 DR CRAWORD: Actually, |

would like to

10 see in any of the |anguage physicians and ot her

11 prescri bers.

12 DR KATZ: Thank you. Referring to ny

13 colleagues fromthe FDA for a second, would it be

14 useful to go around the table and see what people's

15 sort of final stances are on restricted

16 distribution through either pharnmacy

’

conpet ency

17 demonstration, patient types, whatever the

18 i ndi vidual would like to put forth,

19 satisfied with what you have heard?

or are you

20 DR. JENKI NS: I think we have heard a

21 pretty strong sense fromthe nenbers of the

22 committee that they favor educationa

conpet ency,

23 some sort of maybe working with state nedica

24 boards and/or the DEA to have a requirenent to

25 renew your authority to prescribe.
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anyone suggesting that we should Iinmt in any way
the ability to prescribe these drugs to, say, pain
speci al i sts, anesthesiol ogists, in other words, not
general internists or famly practitioners. So, if
anyone feels that we should be restricting the
specialty of the physician to prescribe, it would
be interesting to hear their thought process there.

I did hear sone suggestion that maybe some
of that mght apply to Pall adone because of sone of
its unique characteristics, and | did hear one
suggesti on about maybe a central pharmacy as a way
to introduce a drug |ike Palladone.

DR. KATZ: So, holding off on Pall adone
for a nonent, is there anything el se you feel you
need to hear about question three as we have
di scussed restricted access to existing or
forthcom ng opi oi ds?

DR RAPPAPORT: Well, by training is stil
an issue that should apply to all of the products.
So, as Dr. Jenkins just asked, maybe we shoul d make
sure that there is nobody who feels that we should
put any restrictions by training for the genera
cl ass physician, prescriber training.

DR KATZ: | amsorry, could you just

articulate that question one nore tinme, Bob?
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DR. RAPPAPORT: Restricting by specialty
or physician training is still sonmething that could
apply to all of the extended-rel ease opioids, and
if there is anybody who maybe feels we should do
that, we haven't really addressed that
specifically.

DR KATZ: M sense is that everyone who
was endorsing education as a requirenment for
di spensi ng nodi fied-rel ease opioids was referring
to the whole class and | think mybe as a
requi renent of DEA registration, referring to al
opi oi ds.

DR RAPPAPORT: Yes, | understand that,
but I am al so aski ng beyond that, is there anybody
who feels there should be limtations by specialty
trai ni ng.

DR. KATZ: Does anybody feel that there
should be limtations by specialty training?
Again, we will talk about Palladone in a nonent.

DR. JENKINS: | think a corollary to that
question, as Dr. Trontell described yesterday, is
that some of the risk managenent prograns have
actual ly had, for exanple, physician attestations
that they are aware of the appropriate use of the

drug and they naybe have taken a course offered by
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the sponsor. |s anyone suggesting that we should
be considering such a program beyond what we

tal ked about, where you would have to have sone
educational requirenent to get your DEA |icense?

I s anyone suggesting that we shoul d have somet hi ng
where, in order to prescribe OxyContin, in order to
prescri be nodified-rel ease opioids, or Palladone
that you should have to, you know, say | have taken
this course? | amaware of the indication. 1 am
aware of the safe use--basically a physician
attestation of adequate training?

DR KATZ: Dr. Craul 0?

DR. CIRAULG | would reconmend you follow

t he buprenorphi ne nodel and be certified in a
simlar way.

DR KATZ: Dr. Rose?

DR. RCSE: It has been suggested that
there be sone kind of a registry. | believe Dr.
Cush made that recomendation. | would be opposed
to the registry because there are privacy issues
here. A lot of patients would not want their
information to be going to the pharnmacist, to be
seen by the pharmacist. But | amvery much in
favor of requiring the physician to nake certain

docunentation on their own nedical chart so that if
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it were necessary to see that chart by any

regul ators or any DEA agents conming into the
office, they could see that there was docunentation
on that patient's chart for prescribing.

DR. KATZ: It sounds like we are ready to
nmove on to the next issue. | amgoing to skip over
to the final page of our list of questions where it
says "question for day 2." Since there are only 15
mnutes left in our neeting and since we are
supposed to tal k about the Palladone risk
managenment program it seens |ike we ought to get
tothat. Then if we have tinme we can cycle back to
sone of the other details of the other program
suggesti ons.

So, | will go ahead and read this
question: Based on the information that has been
presented at this neeting, and taking into account
your earlier discussion and deliberation about risk
managenment plans for nodified-rel ease opioids, does
the Pal | adone ri sk management plan, including its
proposed | abeling and indications, define a program
that will likely result in safe use of the product
and Iimt the potential for abuse and nisuse of the
product while assuring that appropriate patients

are able to receive the nedication?
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308
pen discussion. | amstarting nmy |ist
all over again so if you would like to be
recogni zed, raise your hand. Dr. Aronson then Dr.
Cush.

DR. ARONSON: One of the things that |
heard this norning in the nultifaceted plan by
industry to roll out this product was a proposal to
do it in a staggered, if you will, staged |aunch
It was nentioned that there was a proposed
four-month lag to separate their first initial
sel ective launch before they inplenment their
second. | question the legitinacy, for lack of a
better word, of that tine line. W did not, for
exanpl e, see data yet analyzed from 2002 with
respect to the DAWN and other, if you will,
outcomes fromtheir RADARS programand if it is
al ready ten nonths into year before we have had a
chance to anal yze 2002, why woul d they think four
nmont hs of a staged | aunch shoul d serve any positive
purpose in their wi shing to have feedback? So, I
woul d propose that that be extended considerably
before they go on to their next phase.

DR. KATZ: Let ne dwell on what you are
saying for a second. It sounds |ike your first

point is that you are endorsing a staged | aunch
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Right? 1t seens like you are inplicitly endorsing
it.

DR. ARONSON: | accept the concept of
rolling this drug out in a staged, selective
manner, Yyes.

DR KATZ: Your second point is that while
you endorse and like the idea of a staged |aunch,
you feel like four nonths is too short for the data
collection and reporting and all the other reasons
that you alluded to.

DR. ARONSON: | don't think we would be
abl e to gain anything one way or the other by that
time line.

DR. KATZ: Right. Do you have a sense for
what tinme period you would recomend?

DR. ARONSON: Based on history, | would
say a year. W are now at |east ten nonths into
this year and we have not yet analyzed the data
that they wished to have presented to us today from
2002.

DR KATZ: Fine. The third piece of your
comrent that | would like to focus on is that it
sounds |ike you have some idea of what data one
woul d need to see in order to deternine whether

that first stage in the staged | aunch shoul d be
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foll owed by a second st age.

DR. ARONSON: Well, | spoke to that
earlier as well. | wanted to know what netric,
what tools they were actually going to analyze in a
processed outcone manner to deci de whether or not
they would go on to their next level, and |I did not
hear that answer very clearly. | think we do need
to have that answer. | think any strategy has to
have a goal, an endpoint, and | would like to know
at | east prospectively what that is before we

accept their plan.

DR KATZ: Well, i would feel back to put
the sponsor on the spot again; | have done that to
thema couple of tines; so | will put you on the

spot instead. Wat information would you like to
see? Forgetting about this database or that
dat abase, as a clinician or soneone interested in
t hese nedi cations, what information do you think
woul d be necessary in order to deci de whether the
results of that first stage suggested you should go
to stage two?

DR. ARONSON: It is ny presunption that
the whole initiation of the RADARS type program
etc. was to understand better for the purposes of

m nimzing the risk of diversion and abusive
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311
behaviors with what is potentially a very dangerous
drug. So, | would like to know, in fact, that we
do have data that hel p us understand that, and
what ever behavi or nodificati on we woul d propose to
i mpl ement does have an effect to mtigate that and
prevent it.

DR KATZ: Thanks. Dr. Cush is next.

DR CUSH: | think that the nmanufacture of
t he RADARS program was nultifaceted and i npressive
and | applaud themfor that. | think it is an
i mportant arm of a risk managenent program but |
think as far as the question is stated, will it
actually result in the safe use of the product and
limt the potential for abuse, | think the program
they laid out is one that collects data and points
out problens and tells us where diversion nmay be
occurring or problens are occurring, but we have
kind of already heard that with the drugs that have
al ready been out, like OxyContin and what-not. |
think it is going to give us new information on a
new product and naybe how that is being abused.
Maybe that will generate answers, but | don't think
that this necessarily, as it is laid out, is a
programthat will actually encourage safe use and

di scourage the abuse. | think that we need ot her
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neasures to do that.

DR. KATZ: So, the program consisted of
data collection and then al so analysis, and there
were never interventions that the sponsor proposed
in response to signals that they m ght receive from
their data. Are you suggesting that you don't fee
that the interventions that they proposed woul d be
effective in reduci ng problens that mght arise?

DR CUSH. | don't recall any specific
i nterventions, other than calling the DEA where
appropriate, that were going to be identifiably
i npressive, at least | don't recall any fromtheir
presentation. | think, again, EAB will be hel pful
in analyzing that data. It is an inpressive group
of people and | amsure they will do a good job and
come up with things but, as set forth, the program
itself does not neet the stated goals of the
question for day two.

DR KATZ: It sounds like we are westling
with the issue of whether the data that is going to
be collected will be sufficiently informative to
address the issues at hand and, secondly, whether
the interventions that are proposed will address
the problens reveal ed by that data.

| amactually going to turn to Dave Haddox
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for a minute. Specifically, Dave, if you could
rem nd us what the interventions are?

DR HADDOX: The risk managenent program
for Palladone is not just the RADARS system The
RADARS i s one component of the surveillance aspect
of the risk managenent program The interventions
i nclude everything fromthe educational sorts of
things we tal ked about, the outreach, making sure
that practitioners have proper patient selection,
the patient package insert, those sorts of things;
and targeted interventions based on findings from
RADARS or from ot her sources, other signals; and
the nature of the intervention will depend upon the
nature of the signal

I would also like to clarify the phased
launch. | think maybe | wasn't clear this norning.
The phased | aunch, the four nonths, what we are
going to be testing during the four nonths--we
will, of course, be collecting RADARS data
si mul taneously but the goal of that is specifically
to address the concern that M. Wodworth fromthe
DEA nentioned yesterday, and that was nessage
integrity. Does the practitioner understand the
message- - proper patient sel ection, proper dosing,

how to minimze risk and abuse, those sorts of
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314
things? That is what we are going to be testing.
We will certainly be | ooking at this concurrently,
but at four nonths we think is probably a
reasonabl e break point to see what we have found,
if 95 percent of the physicians got the nmessage or
have 5 percent gotten the nessage right.

DR KATZ: Thank you. Dr. Aronson, would
robust data on the integrity of the nessages that
are heard by the various individuals in the
cycl e--woul d nmessage integrity be sufficient for
you to go on to the second stage of |aunch?

DR. ARONSON: Not necessarily. How are
you goi ng to determ ne whether or not they got the
nmessage”?

DR. HADDOX: The plan is to do research to
find out whether they got it. You can do
t el ephones; you can do surveys; you can do
face-to-face interviews and basically you sit down,
very much like the I M5 product to which M.
Wodwort h made reference yesterday, and say what do
you know about Pal |l adone? What did you get? Find
out what the practitioner understands, the person
who i s dispensing, the person who is prescribing.

If they say, well, gee, it is for noderate to

severe pain where a round-the-clock opioid is
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necessary for a certain period of tine in an

opi oi d-tol erant patient, good, you got that, you
got the proper patient selection. Wat do you know
about the dosing? Is it the first opioid or not?
Those sorts of messages.

DR KATZ: Let ne interrupt for just a
mnute. W are not going to get into the details
now about exactly how those data are going to be
collected so for the purpose of discussion,
assuning that those data could be collected and
reported in four nonths and you can feel confident
about nessage integrity, that everybody is hearing
the right nmessage about this product, is that
sufficient for you to proceed to the next stage of
the | aunch?

DR. ARONSON: The concern | have, and
think it has been echoed by many during the
sessions over the last few days, is not that this
is a good drug when used properly and intended for
the right subset of patients, but the consequence
of it being msuse is real and alarmng to all of
us. So, what | would hope to get out of this
staged, if you will, launch is an understandi ng of
the potential harm However not intended, it is

neverthel ess real. There is that potential and so
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how can we | earn about nodifying its further, if
you will, launch to mnimze that?

DR KATZ: You are saying that no is the
answer to nmy question? That hearing about the
message integrity would not be sufficient for you
to go to the next stage?

DR ARONSON: Not with that tinme |ine.

DR. KATZ: Dr. Trontell, did you have a
coment to add?

DR. TRONTELL: Yes, a question for Dr.
Haddox, to this point have you done, in fact, any
pretesting of nessage integrity, and m ght you
expl ain why you woul d test the nessage after the
product was on the market as opposed to before?

DR HADDOX: | am not aware that we have
done any. That that is called preapprova
pronmotion, isn't it? | think that is proscribed.

DR TRONTELL: Certainly, in the case of
patient information, |abel conprehension and ot her
forms of assessnment of whether or not the
i nformational content has been under st ood.

DR. HADDOX: Actually, the phased | aunch
is going to be tal king about the nessage integrity
of prescribers and dispensers. That is the focus

ri ght now, not talking about consumers or
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caregivers, not that we wouldn't consider that as
wel | but that wasn't the focus.

DR TRONTELL: And ny suggestion was if
education and conprehension of the information were
felt to be critical, | mght suggest, or ask in
this instance whether or not you thought to extend
that to physicians as well since they are tested
and certified in other settings.

DR KATZ: Dr. Jenkins?

DR JENKINS: | think the question maybe
you are trying to get at about the nessage
integrity is, is it enough to know that they got
the nmessage? How are we going to test for actua
behavior? | think it is very common to note that
peopl e know what the nmessage is. W all know what
the speed linmit is on |1-270 but we al so know how
many peopl e adhere to that speed limt and how they
rationalize why it doesn't apply to them So, |
guess | aminterested in knowi ng how is Purdue
Pharma pl anni ng, during this phased | aunch, to not
only assess nessage integrity but actual behavior
of inplenmenting that nessage.

DR. HADDOX: Well, as | mentioned in my
presentation, this is an evolution right now. W

have been thinking about this for a while. One of
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the things we will be doing, of course, is |ooking
in the databases where one can track a unique
patient, which are not very common. W could
assess that this was a person who had been exposed
to another opioid and, if they had never been on an
opi oid before and were all of a sudden exposed to
Pal | adone, that would be a clue that the behavior
was not correct because it would then be a
first-line opioid. But we are open to suggestions
on that.

DR. JENKINS: Do you have anything built
into your proposal that would say, okay, we get to
that four, six, whatever nonth tine point and find
that the results aren't what you hoped to see, what
do you do then? Do you continue on the sane | eve
of your launch scale or do you intervene but then
proceed to the broader | aunch that you are
proposi ng?

DR HADDOX: Retrain the sales reps if
there is an issue that we are concerned with or the
agency is concerned with, and not expand until we
have satisfied that issue.

DR KATZ: Dr. Strom you were next.

DR. STROM | amvery inpressed by the

effort that has been put forth. As a tangential
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thing but inportant, | think it is very inportant
that it be public, that the data that emerge and
your advisory conmittee sees be avail able, be
publ i shed, not be kept secret.

But | still amleft with two mgjor
concerns about the plan as it is proposed. One is
concern about the lack of data that there is a
uni que benefit to these |onger-acting drugs.
Conbine that with the fact that there clearly is a
uni que risk, particularly in the very hi gh dosage
forms here, nmakes me worried. So, what | would
suggest is that, (a) there certainly shouldn't be a
32 ng fornulation yet, which would be the highest
risk and | don't see any reason for that; people
can always take two 16 ng.

I like the idea of phased narketing.
Perhaps the initial phase of the marketing should
be at the | owest dose only and it should go on | ong
enough to generate both data that there is sone
advant age, as a separate set of studies, to
patients of using these formulations as opposed to
the i mredi ate-rel ease formul ations and that there
isn't substantial abuse of the | ower dose
formul ation. Because if there is already

substantial use of the | ower dose fornulation using
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t he mechani sm of data collection that are being
proposed, then going on to the higher dose
formulations is going to be even worse.

DR KATZ: Dr. Rose, you are next.

DR. ROCSE: | guess | amgoing to be very
much agreeing with Dr. Strom | agree that a
one-year initial phase is far, far superior to the
four months. | don't think four nonths i s enough
at all to collect any bit of information

| believe that what we shoul d expect after
a year is tw sets of just statistics. The first
set woul d be a know edge and docunentati on of
adverse events of diversion and abuse, which is
going to happen; it is just a matter of how mnuch,
how severe, etc. Then, the other set is the
benefit information on appropriate patients treated
appropriately. Then take those two bits of
i nformati on and decide what the risk/benefit ratio
is. Because we could have a very great benefit but
if the risks are far superior to that, then | just
don't think it is a wise drug to have on the
market. So, | would like to see these two phases
come together at the end of a period of time that
is significant.

DR KATZ: So, you are suggesting nore
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than just extending the duration of the first phase
to a year, but you are suggesting that continuing
into the second phase shoul d be based upon data
that relate to the outcones of interest rather than
surrogates |like message integrity. |s that what
you are saying? |s that what you were saying, Dr.
Stronf

DR. STROM That is exactly what | was
sayi ng.

DR KATZ: But it sounds like you are both
al so saying sonething nore than that, which is that
measuring safety is not sufficient to nake a
deci si on about the risk/benefit analysis of this
drug but that there has been an unsatisfactory
amount of data on the benefits of this nmedication
over inmredi ate-release formul ations, and that you
could only interpret the safety data, whatever it
is that cones out, in light of clinical trials that
relate to relative efficacy, which is a whole
separate kettle of fish and we understand that; you
are not going to get that froma patient registry
or an observational database.

DR. STROM Exactly correct. The other
thing I would add is that in that first phase it

shoul d only be available in | ower dose.
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DR KATzZ: Thank you. Dr. Shafer, you are
next .

DR SHAFER. Several points, first off, |
commrend Purdue for putting the programtogether. |
think actually it is a very nmeritorious program
If asked right now just to vote up or down on the
program presented, | would vote to support it.

Nunber two, | absolutely support one year
being a better program and | think that that is an
i mportant nessage that you are hearing uniformy
fromthe conmttee. If you want to | ook at, you
know, bodies hitting the pavenent, | have concerns,
both in our conversations here and in the
conversations we have not had during breaks--

[ Laught er]

--that in four nonths you are not going to
see the really serious nmorbidity and nortality that
we are concerned about, which you m ght see at one
year. | have heard nothi ng about how the program
interfaces with prescription drug nonitoring
programs run by the states. It is kind of
mysterious because there was a | ot in our packet
about that and | am surprised that that has not
shown up in our discussions and | would |ike that

to be addressed.
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I would li ke to see an educati ona
component to it, tal king about the risks of opioids
in general and sone of the unique issues with both
sustai ned rel ease and then with sustained-rel ease
Pal | adone. | don't know how to put teeth in that
to be sure that the vast mpjority of practitioners
get the educational programin order to practice
wi t hout being formal. | don't know how you put
teeth in to nmake sure that that happens and that
peopl e actually sign up and get training, but |
think that would be an inportant addition to the
program particularly since we have heard that the
DEA will not be able to make that happen as part of
registration for your license any tine soon

Lastly, we are not really coming at this
tabula rasa. There are data from Canada and the
U K, where the drug is available, and | would just
like to know what is the experience there.

DR. KATZ: That seens to be a good
question. Laura, do you have any information about
the experience in other countries?

MS. NAGEL: No, | don't.

DR. KATZ: Anyone from FDA, anybody know
t hat ?

DR. HADDOX: The adverse event experience
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in the two countries nmentioned has been very, very
little abuse.

DR KATZ: Nunbers?

DR HADDOX: | don't have the nunbers.
am not in charge of drug safety, but we can
probably get them for you.

DR. KATZ: Maybe, Dave, you could al so
clarify for us how | ong the medi cati ons have been
avail able in those two countries.

DR. HADDOX: | would have to ask ny
col | eagues about that.

DR GOLDENHEIM  One fornul ati on--

DR KATZ: Go to the nmike, if you could,
and introduce yoursel f, please, also

DR GOLDENHEI M  Paul Gol denheim Purdue
Pharma. A different controlled-release formulation
of hydronor phone has been on the Canadi an
mar ket--we will get you the exact nunber but | am
going to guess for about six years. In terms of
the United Kingdom the sane fornulation that is on
the market in Canada, slightly different fromthis
one, has al so been on the market, | woul d guess,
for approximately six years.

I think that there is something al so that

is inmportant to recognize, | think any Kinds of
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restrictions that the committee is thinking of

pl aci ng on Pal | adone woul d need to be applied to
all such nedicines in this class and | have to say
| very much fear what Herb Kleber tal ked about on
his last slide, that we risk grave unintended
consequences to patients fromthe kinds of things
that we are tal ki ng about here.

We have a very serious approach to risk
managenent. We want physicians to be educated. W
take this responsibility very, very seriously and
are very worried about the consequences of this to
patients. It is not always easy to say just take
two 16 ng capsules. There are sone people who need
three, four, five, six capsules a day. W have had
a |l ot of negative feedback about these issues from
patients and fromtheir physicians and | think we
have to proceed very carefully here

DR KATZ: Thank you for your comments.
think your point is well taken that for any
intervention that is considered the potential
downsi de needs to be considered as well. | think
we have been hearing that for two days now. Dr.
Baxter is next.

DR BAXTER. Thank you very much. Once

again, | would Ilike to chinme in that | applaud
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Pur due because the RWP is very, very good and
think that the programis very good.

But | think that in order to answer this
particular question we need to try to nanage the
risk up front and the best way to do that, in ny
opi nion, is through the |abeling, and perhaps we
could add sonme of the suggested wording that there
are sone patients that are at high risk for abuse
and those patients would require additiona
noni t ori ng.

I like the idea of education and some sort
of registration. Basically, by educating
physi cians or other providers and by having sone
formof registration, no matter how sinple, we
woul d gi ve sone woul d be rogue prescribers at |east
a nmonent to pause before they start witing
prescriptions willy-nilly.

DR KATzZ: Dr. Bril?

DR BRIL: | think that this is a ngjor
program as pl anned by Purdue and is probably unlike
anything el se that has been done in a roll-out to
date. But what | have heard and seen from the |ast
two days is that all of the databases and
i nformati on-gat hering systens have their flaws and

limtations. A lot of the data was given in
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nunerator formso you really didn't know what it
meant. A lot of the deaths were in people who had
taken nultiple agents so you don't really know what
was causing the death in the drug overdose peopl e
for sure. You don't knowif it was OxyContin or if
it was the conbination, or whatever they were on.

So, | amnot sure that the plan wll
actually limt the abuse and make the
sl ower-rel ease formsafer but at |east you will get
a lot of information that you haven't had to date
and perhaps that will nodify what happens in the
future. It is a start. But | don't know how you
could say that it will work or achieve its goals
because there is no evidence that even education,
for exanple, will work. So, this is a start and it
is quite an intense and aggressive start, | would
say, but whether it will actually work I don't
know.

I don't know whet her four nonths--1 think
that is very short but, | agree, and 12 nonths
seens nore reasonable. But this is quite a step
f orwar d.

DR. KATZ: Dr. Dworkin?

DR DWORKIN: It sounds to ne like there

are two things we really, really know. One is that
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we have no data and the other is that it is going
to take DEA at |east three, maybe five, maybe nore
years to put in place sone registration system
conbined with education. Gven that, | can't think
of any reason why it doesn't make a trenmendous
amount of sense to have a 12-nonth roll-in where
for 12 nonths all of the data that we heard about
this nmorning are coll ected, RADARS etc., but that
within that 12 nonths of the |aunch, as Dr. Aronson
said, the first phase pronotion be severely be
limted to, say, pain specialists and oncol ogists
and at the end of the year we will have all the
data we have been hearing about for two days that
we don't have today. Then, the next step of the

| aunch will depend on the data.

DR KATZ: W have heard a | ot of conments
on the data and concerns that it mght be del ayed,
or what-have-you, but does anyone have any coments
on whether the intensive data collection and the
sorts of databases that will be devel oped address
the issue, whether they are adequate to the task at
hand? Do they give us the informati on we need?

Dr. Gllett and Dr. Strom
DR. G LLETT: W have an inverted pyramd

here in which we are going to have a trenmendous
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329
body of data generated by a very aggressive and
forthright programthat | really appreciate, but it
rests on the security and integrity of the
formul ation, which is proprietary, not well
expl ai ned and certainly capable of being fiddled
with--it can be fiddled with outrageously and that
is where we are going to have this data, resting on
the point of this pyramd. | think discussing how
long we wait until the top falls over is not maybe
mundane or not proper.

DR. KATZ: So what are you trying to say?

DR. G LLETT: That we really need to have
a discussion of the quality of this formul ation, of
its integrity and how much we can rely on that to
base our decision of what kind of data to gather.

DR KATZ: | want to nmake sure | catch
your point. Are you saying, if | can paraphrase
and not to be dramatic, all the data in the world
isn't going to nake a difference if the fornulation
itself can be easily conprom sed and be associ at ed
wi th abuse?

DR G LLETT: Yes.

DR. KATZ: That is what you are saying?
Dr. Stronf

DR. STROM Yes, | think the data that
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will be gathered here is really not perfect but |

can't think of anything better. | think Purdue is
doi ng an enornous anount to do it. | think
sonmething like a year nakes sense. | think the

criteria should be database criteria though rather
than tinme based, and it nmay be that it can be done
in a year and maybe it takes 18 nonths or two
years. |If it can be done in a year, great, but if
these data were gathered and avail able a year from
now, along with an estinmate of relative efficacy
based on a | ower dose preparation | would be ruch
nore confortabl e about naking a risk/benefit
judgrment to release it in total

| do agree with the conpany that
restricting one drug different fromthe other drugs
of the class is problematic. | think a year from
now or whenever those data are available, the
position | would prefer would be to put this drug
inline with the other drugs in the class either
with all of themnore restricted or this one nuch
| ess restricted, depending on what the data show.

DR. KATZ: If this data is going to have
inmplications for nmultiple different conpanies that
produce these nedications do you think that the

burden of data collection and the resources
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i nvol ved shoul d al so be shared anong different
companies with all the other inplications that come
frommultiple source data?

DR. STROM | certainly woul d have no
problemif other conpanies wanted to be part of it.
I don't know whether or not Purdue would want that.

DR. KATZ: Dr. Lei derman?

DR. LEI DERMAN: The question cane up about

experience in the U K and Canada and | just wanted
to point out that the indication in the UK at

|l east is for severe pain in cancer patients. So,

it is a whole different experience.

The second sort of question | want to
raise or the point I want to make is that we
conceive of risks and m suse to various parti es,
and that includes not only the patient and this
sort of nythical abuser, but there are also fanmly
menbers, particularly vulnerable children and
adol escents. And, | want to renmind the conmittee
that there have been different kinds of tools
brought to bear for simlar products. For exanple,
you have the Actiqg risk nanagenent plan included in
your background materials and that product has nmany
of the sane risks, and there were specific concerns

about children having access to that, partly
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because of the attractiveness of that formnulation
but al so sinply because of the very high dose. So,
that point | think needs to be brought up

Then, since we have alluded to the Xyrem
or GHB risk managenent plan and di scussi on about
that, simlarly, there was very nuch concern about
how the formul ation as well as the dose,
concentration, quantities factored into the risks
to other househol d nenbers, particularly children
and adol escents. So, | want to throw that into the
t hi nki ng.

DR KATZ: So, you are asking us to
consi der a second category of risks. Wereas we
have mai nly been concerned about addiction and
abuse, you are asking to consider unintentiona
access to children and other vul nerable
i ndividuals. Dr. Shafer, you were next.

DR SHAFER. | would just like to nention
| just |ooked up the Canadi an doses that are
avai l able. The dose forns that are available in
Canada are 12, 16, 24 and 32, the sane as proposed
here. | would like to chastise both the conpany
and the FDA and DEA that we don't have six years of
data on the Canadian and British experiences, which

I think woul d be very germane to our di scussions.
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It woul d have been very nice if we had known what
they actually saw with six years of experience so
we coul d have sone idea whether we are really going
to have bodies on the street within a few weeks of
this drug being introduced.

DR KATZ: Before you go on, would any of
the nmultiple corporate and regul atory agenci es that
were just chastised care to respond to that? Dr.
Gol denhei m pl ease?

DR. GOLDENHEIM Yes, | amvolunteering to
be publicly chastised. Point well taken. | guess
the reason that we didn't think about it is because
it is adifferent formulation and typically we tend
to think about these things as different
formulations. It is a 12-hourly fornulation, a
different technology. There would be different
issues with it but, neverthel ess, point well taken
W will get the data to you. | don't think we know
of any, but we will check, overdose deaths.

The fact though is that prescription drug
abuse however, as | amsure the conmittee
recogni zes, is a different kettle of fish in this
country than it is in Canada and the U K., at |east
according to anecdotal reports and this is yet

anot her area where, frankly, there is precious
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little data. So, you know, bottomline in terns of
safety of patients, there aren't any significant or
unexpected i ssues. The epi sodes of abuse, of
di version, of overdose are few, if any but they are
di fferent environnents.

DR KATZ: Thank you, Dr. Gol denheim Dr.
Jenki ns?

DR. JENKINS: Yes, just to put that in
context, could you comment on what the experience
has been with OxyContin in Canada so that we can
under stand how t he rel evant experience with
sust ai ned-r el ease hydronor phone in Canada m ght
relate to the United States? |f you haven't seen
much abuse of OxyContin in Canada, then the
Canadi an experience may not be very hel pful

DR REEDER  Robert Reeder from Purdue
Pharma. The product OxyContin is on the market in
a nunber of countries, including Germany, U K
Canada. The abuse pattern is very minimal in those
countries. There are sone epi sodes of abuse. For
exanple, in Europe |less than 20 on the continent.
The abuse pattern is vastly different than in the
U S

DR KATZ: Thank you, Dr. Reeder. Dr.

McLeskey, you were next.
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DR MCLESKEY: | would like to echo what
has been stated by so many here today, that Purdue
shoul d be conplinmented for bringing this risk
managenent programforward in its current form |In
fact, I will quote Dr. Hertz who said earlier on
who said that this is the best effort so far that
she has seen anobng products with risk nmanagenent
progranms brought forward to the FDA

On the other hand, | would just nmake one
coment. | believe a comment was nmade that if some
kind of restriction is applied to Palladone that
that should be, therefore, to future approval for
all opioid analgesics. | would suggest, just as
the data from Canada for exanple may not be
applicable to the data fromthe U S. and, in fact,
it was thought to be potentially so different it
wasn't presented, | woul d suggest we extend that
information and apply it in the same context that
for each of these agents, each of these new
anal gesi cs--1 believe | would speak for industry at
| arge, all the conpanies working in this area--that
i ndi vi dual i zed consi deration should be applied to
each of those and an evi dence-based deci si on nmade.

DR KATZ: Dr. MLeskey has been very

forthcomi ng about his potential conflict of
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interest prior to comng to this neeting, both in
witing and verbally, and maybe it woul d be an
appropriate tinme for you to nmention that to the
group.

DR. MCLESKEY: | am happy to. | have been
especially quiet during this neeting, for those of
you who have seen ne at other neetings, and that is
because | amtrying to be very respectful of the
i ndustry position in general and not represent any
kind of conflicted view that might result fromthe
efforts of ny own company, Abbott Laboratories, in

this particular market area in which we are al so

wor ki ng.

DR. KATZ: Dr. Skipper, you are next.

DR HERTZ: | amsorry, | just want to
clarify--1 have al ready been m squoted once in the

"Pink Sheet" and would not |ike to have it happen
again. | was referring only to efforts for
nodi fi ed-rel ease opioid risk managenent prograns.
It was in no way a conmentary on risk managenent
across anything beyond that.

DR KATZ: darification accepted. Dr.
Ski pper ?

DR SKIPPER: Thank you. |If we are going

to release this drug in the United States, it seens
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to ne it would be prudent to release it with the
restriction that it only be used in malignant pain,
as they did in the U K or Canada, and then advance
it later if we see no problem | would reconmend
t hat .

DR KATZ: Thank you. O course, that is
a huge can of worns that we could talk about if we
need to. | just wanted to ask one nore question,
before we | eave the subject of the data collection
entirely, to try to resolve what seens to be a
paradox through this meeting. One of our primary
concerns is what happens to the people that we
prescribe this nedication to in terns of negative
out cones, yet, | amnot sure--and rmaybe the rest of
the conmittee or the sponsor can help ne--1 am not
sure that | am seeing that those patients are
actually going to be nonitored for the negative
outconmes that we are concerned about. It seens
like we are nonitoring primarily abuse and negative
out comes as they occur in the community from
what ever source. | wonder if individuals on the
committee feel that it would be an appropriate part
of a risk managenment programto actually nonitor
our patients for the negative outcones that we are

concerned about. Dr. Baxter and then Dr. Crawford.
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DR BAXTER. That is exactly what | was
saying and that is what | nmeant. Maybe | wasn't
cl ear enough but, certainly, those patients that
are going to be put on this medication should be
wat ched, and they should be nonitored, and the form
of nmonitoring is up for discussion. But | think
that it is very inportant that as we begin to
prescribe this nedicine we watch our patients and
be prepared to intervene where intervention is
necessary.

DR KATZ: Dr. Crawford?

DR. CRAWORD: Thank you. | think not
only is it appropriate, | think it should be
mandat ory because, as an exanple, | never heard an
answer to Dr. Gllett's question in terns of
message integrity of the patients. The proposed
pati ent package insert says do not crush, dissolve
or chew. Could it or would it be confusing to
those sane patients to be told that they could
sprinkle it on their food? So, | think a |lot of
those issues go hand-in-hand.

DR KATZ: Yes, Dr. Cicero?

DR CICERO | amDr. Cicero from
Washi ngton University. | ama consultant for

Purdue. bviously | have a conflict of interest
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that you need to recogni ze.

I think it is really inportant to point
out there is not a blank slate here. | think we
heard sone conments yesterday about ol der, nore
est abli shed prograns. One of those was Tranadol
It was a postnarketing surveillance program
approved for Tramadol in 1984 and data was gat hered
systematically over that entire period of time
about what constitutes a prescription drug abuser.
So, there are data. There are four peer reviewed
publications on this where we have docunented what
these people look like. So, we have those data
t here.

More importantly, the FDA yesterday fail ed
to indicate that there were two additional FDA
meetings after '94 in which the original decision
was revisited, to take a ook at the data and see
if the data actually upheld the decision that was
originally made. | see no reason why a sinilar
model can't be applied in this situation. | think
you can, in fact, establish prograns.

The problemwe have with all of the
prescription drug abuse, and N DA has put out an
RFA trying to get proposals for this, we don't know

what peopl e who abuse prescription drugs | ook like.
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We know very little about them except that for the
U tram experience--agai n, published data--they have
an extensive history. By and |arge, those who have
abused it, 97 percent, have a history of strong

opi oid abuse. They tend to be white primarily as
opposed to ethnic mnorities that you see with sone
other drugs. They tend to be of a little higher
soci oeconom ¢ class. W are beginning to
understand a little bit about this patient
popul ati on.

I think by extension with OxyContin the
attenpt was really to get some baseline information
on OxyContin so that if Palladone does get rel eased
there are things in place to actually begin to | ook
at it.

W tal ked about interventions today and,
unfortunately, we are a little bit caught short
here, just as the NI DA proposal was caught short.
We don't know what we are | ooking yet. These are
not patients generally, they are a subset of people
whom we need to know how to target and how to
intervene if possible. It may not, in fact, be al
that easy to intervene. W won't know that unti
we study a little bit nore about the popul ation

What | worry about is if we throw up our
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hands and say we are not going to get anywhere with
this; we don't know what is going on. W tend to
be focusing on that aberrant three or four percent
of the people that are suffering fromthe risks of
it and, again, the pain patient is being ignored
here and | can't help but worry about that. But,
again, this isn't a blank slate. W have sone
information. W need to gather nore information

DR KATZ: thank you. Dr. Dworkin?

DR. DWORKIN: Yes, | would just like to
ask Dr. Cicero a question. It has been proposed
here that there be a phased roll-out of the drug
and that for 12 nonths the RADARS and all these
other data be collected. Setting aside Dr. Katz'

i ssue about a large, sinple trial which | think is
a conplicated trial, but if we just collect the
RADARS data etc., that we heard this norning, for
12 nonths, do you feel, based on your experience
with Tranmadol, that that would be enough data to
provi de the kind of information you have so

t horoughly docunented for Tranadol ?

DR. CICERO | probably won't be a
consultant tormorrow so | will answer the question
Yes, | do believe that in a 12-nonth period of tine

you could get that data, particularly since we
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al ready have nmechanisms in place. This is rolling
for OxyContin; it has been accumul ating for six
quarters now, and the whole plan was to expand it

to include Palladone as it cones along. W can

easily expand it and we will get data to | ook at
within 12 nonths. W will have data on the Key
I nformant Network; we will have data on the
diversion; we will have data on poison control;

nost inmportantly, where do these coal esce? Were
do we see nmultiple signals so that we can actually
go in there? | say "we" because it has to be a
joint effort between the conpany and | think the
EAB. | think it has been agreed we need to go in
there, take a look at it with all the expertise we
have and say, okay, we have nultiple signals comng
fromthis little netropolitan area, what is going
on? Wiere is the drug conming on? You have heard
specul ation throughout the two-day neeting, it is
being stolen; it is coming fromscript doctors. W
don't know that. Everybody is making their best
cal cul ated guess. W need to find out about that.
But the way | look at this whole thing is
first give us a signal that there is a problem
then let us go in and see what the nature of that

problemis so we can try to figure out what the
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heck we can do. Maybe we will conme back in 12, 18
mont hs and throw up our hands and just say it is an
endenic problem W don't know what has occurred.
As Herb was tal ki ng about today, maybe there is
somet hi ng about our popul ation that, for whatever
reason, for the last hundred years we can't quite
seemto get rid of this problem of prescription
drug abuse.

But in answer to your question--1 was
expoundi ng here a little on public health issues,
but I think fundanentally, yes, we can get the
data. Twelve nonths, | don't knowif that is
magi cal, or 18 nonths.

DR. KATZ: Thank you, Dr. Cicero. | hear
you. Thanks. It is the ten-mnute mark until the
end of our neeting so | would like to turn to the
FDA and ask them for their guidance on how you
would like to use this tine. Are there any
specific issues that you would like us to focus on?

DR. MEYER Well, | would say that we have
obvi ously ski pped over sone questions related to
ri sk managenent so | think if there are other
el ements of risk management that people would Iike
to point out for us to consider, not just for

Pal | adone but for all of the extended-rel ease
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344
opiates, it would be inportant for us to hear that.

I amnot sure we are totally done with the

di scussi on of Palladone too, so we would certainly

take nmore points or things that night be considered

for the risk managenent of Pall adone specifically.

DR KATZ: So, anything specific, Dr.
Meyer, or just general comments about the risk
managemnent approaches and Pal | adone?

DR. MEYER Again, there are severa
el ements of the risk managenent plans that were a
sub-part of this question, and even sone that were
not actually raised or discussed yesterday, |ike
further research needed. W have heard sone
questions put out today that | think would fal
into that category bit since we only have ten
mnutes | don't want to focus it, but if people
have burning things that they think are very
important for us to hear, we would need to hear
t hose.

DR. KATZ: | think what | will do then is
use ny discretion to pick up on sonething that Dr.
Shaf er brought up earlier, which is the potentia
useful ness of prescription nmonitoring prograns.
Soneone correct ne if | amwong, | think sonething

like either 17 or 19 states so far have el ectronic
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prescription nmonitoring prograns. Sone states have
nmore proactive progranms where information is
provided to physicians on the utilization by their
patients of opioids fromwhatever pharnacy,

what ever source over a certain period of time. 1In
other states the data is only available for |aw

enf or cement .

We have heard a | ot from our DEA
col | eagues about things |ike doctor shopping,
mul tiple prescribers, things like that, that
presumably could be identified through prescription
nmoni toring prograns and | wonder if people would
are to conment on whet her such prograns coul d have
useful ness in postmarketing surveillance efforts,
or in research, or in any other application help us
better understand the safety issues behind these
drugs. Laura, go ahead.

MS. NAGEL: It is one of the other areas
where the DEA and the FDA agree. W are both
proponents of the prescription nonitoring prograns
in each state. W feel very strongly that they
have been found to assist the physicians even nore
than they actually assist |aw enforcenent. They
are able to give the physician sonme sense of

confidence if he or she questions soneone that
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346
m ght be a doctor shopper to ensure that they are
not going to several places. |If |aw enforcenent
has a specific target, they are able then to go in
and determi ne whether there is nore investigation
that needs to be done.

M. Rogers, who is here from Kentucky, put
I think 10 million dollars in the budget for states
to come and get grants. They feel in Kentucky that
the programat the state |l evel in Kentucky very
much hel ped themidentify their Oxy probl em when
they did. Wthout it, they think it would have
gone | onger and been worse. So, we are trenendous
supporters and, with the FDA, intend to try to
pronote it as best we can state by state.

DR KATZ: Qur drug control programin the
Commonweal t h of Massachusetts has been one of the
reci pients of that Harold Rogers grant and we are
just starting a project now to go through our
dat abases. I n Massachusetts, for better or worse,
we only track Schedule Il opioids but we are
starting to work on validating algorithnms to
detect, hopefully accurately, sone of the issues
that we are tal king about, as well as to nonitor
patients for devel opnent of untoward conplications

that may require further nmanagenent.
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There was a big discussion in
Massachusetts, as you m ght imagi ne, about patient
confidentiality and privacy and that whol e thing,
but since 1992 when the program was i npl enent ed,
actually people fromall different stakehol der
vi ewpoi nts have been very satisfied that those
concerns have not becone problenatic.

Any ot her comments about the utility of
prescription nonitoring prograns? Yes, Dr.

Gllett?

DR. G LLETT: | just wanted to encourage
themto continue to evaluate these prograns as they
go along in ways that are open, transparent and as
preci se as they can be nade because they are
teaching a | ot of people how to do sonething well
and | think that is really inportant.

DR KATZ: Dr. Shafer?

DR SHAFER. Wy doesn't the RADARS system
incorporate it?

DR. KATZ: That sounds |ike a question for
our sponsor. Dr. Haddox?

DR HADDOX: We don't have statehood.
These are legislative programs. As | answered one
of the questions this norning, we have been

encouragi ng these. W have been hel ping actually
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with legislative | anguage. The key here | think is
wel | - desi gned prograns. W believe that prograns
should nmonitor all Schedule Il through V controlled
subst ances because of the squeezing of the ball oon
that Dr. Kleber tal ked about and the paper by
Wei ntraub that described the New York experience
several years ago with sone scheduling of sone
things and restrictions on sone and not on ot hers.

Anot her part of well-designed is to allow
exactly what was tal ked about here, that is, have a
provision in the legislation to allow for scholarly
pursuits. This would be blinded. It wouldn't be
specific information so you couldn't identify a
patient but aggregate data to | ook at trends, and
so forth, and nmake these things available. Sone
states, as Dr. Katz nentioned, are nore proactive
about this than others. But we do support
wel | -desi gned, electronic, |ow barrier prescription
nmonitoring prograns for all controlled substances.

DR. SHAFER: But you don't have access to
t he dat a.

DR. HADDOX: It depends on the state. W
actually have two requests in to two states right
now, and we will get whatever data they will share

with us. Some have issues about how they will

file://IC|/Daily/0910anes.txt (348 of 357) [9/17/03 9:51:27 AM]

348



file://IC|/Daily/0910anes.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

share the data in and out of state, etc.

DR. KATZ: Ms. Nagel ?

MB. NAGEL: Just very quickly, one of the
grants this year is to do an assessnent of the
progranms and to try to check the data to see if we
can cone back and explain how they are good or not.
So, we also feel very strongly and we need to put
that forward for everyone to see

DR KATZ: In the two minutes left | just
wanted to get one other question out for people to
consider. It seens like it has been generally
accepted that any good risk managenent effort or
tool will target the problemthat it is trying to
target but not have an excessive negative effect on
appropriate opioid prescribing. Yet, | haven't
heard any suggestions and | don't think we have
di scussed in the last two days how we can neasure
the extent to which opioid prescribing is
appropriate, or has been negatively inpacted by any
ri sk managenent intervention. 1t concerns me that
at the end of the day we may have informati on on
the negative outcones we are trying to prevent but
not information on appropriate opioid prescribing,
which we are trying to encourage and don't want to

di mi ni sh. Does anybody have any thoughts on
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whet her | am conpl etely off base or whether we
shoul d consi der ways of neasuring the degree of
appropriate opioid prescribing and incorporate that
into our assessnent of the overall pros and cons,
overall results of any risk managenment effort? Dr.
Rose?

DR ROSE: Well, when | talked earlier
about wanting two sets of information at the end of
a provisional year, basically ny assunption was
that in getting information on the benefits for
appropriate patients that was inherent in what I
was tal king about. W want to know what good does
it do these patients if they are appropriately
chosen; what other bad things does it do to the
appropriately chosen patients. So, | think that is
part of what | was saying we shoul d expect.

DR. KATZ: Dr. Bobek?

DR BOBEK: | was wondering if the
pharmacy education piece as well as the physician
education piece is being considered by the DEA. W
are also highly involved in drug diversion and
di spensi ng of these agents.

M5. NAGEL: We were targeting the
physicians initially, not all registrants, which

woul d i nclude the pharmaci es, and down to the
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phar maci st .

DR. BOBEK: | was wondering if it is also
possible if a pharmacy can docunent the indication
of the opioid use at the tine of dispensing, so, it
is used for back pain; used for postoperative pain,
and that be in your state generated database so you
can actually run data to see are these
i nappropriate prescriptions potentially, and use
that in sonme sort of, you know, physician education
piece as well. | didn't knowif that was a
possibility.

MS. NAGEL: To the best of ny know edge,
the indications to be included in that haven't been
cont enpl at ed

DR KATZ: Any other coments about how
one night nmeasure rates of appropriate utilization?
Dr. Stronf

DR STROM Yes, | think it is a great
i dea and makes a | ot of sense, in addition to sort
of a random zed trial to find out benefit, to find
out from popul ation point of view whether it works.
I think it would take a | ot of thought about how to
do it correctly and, you know, survey kind of
met hods woul d certainly be one way to do it.

Anot her woul d be, for exanple, to survey people who
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1 have particul ar di seases that are conmonly painfu

2 and | ook to see what proportion of them are being

3 treated with anal gesics, and then nmaybe survey a

4  sub-sanple of themto find out what proportion of

5 them are being treated successfully with anal gesics
6 and, ideally, even to do this at the beginning and
7 the end. For exanple, if there was a year phase-in
8 to this risk managenent plan, to do it in the year
9 when the drug isn't yet widely available and to do
10 it a year or two later, after the drug is nmuch nore
11 wi dely available. But | think the idea of having
12 data on benefits to balance the data on risks is

13 critically inportant.

14 DR. KATZ: | amgoing to take the last 60
15 seconds to sunmarize what | think we have heard in
16  discussion, although that is not an easy job and if
17 I get anything wong sonebody can junp up and down
18 and correct ne.

19 What | have heard is that it seems to be
20 uni versal that people feel--well, maybe not

21 universal, Dr. Strom but people feel education is
22 i nportant and- -

23 DR. STROM Just a second, can | just

24 speak quickly? | don't want to be m sunderstood.

25 Educati on has been shown repeatedly not to work in
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vol untary education but | agree with the idea of
education as part of the DEA change which, in turn
woul d apply to all narcotics. So, don't take ne as
an exception.

DR. KATZ: So, you took the words out of
my nouth. People feel strongly that education is
appropriate. People felt even nore strongly that
the real mssing piece in education is sonme way of
putting teeth into it, as you said; that it can't
be escaped in order to prescribe nedications.
VWiile a legislative effort mght take a long tine,
we should think creatively about shorter-term
solutions for naking that happen.

Next, in terms of the |abeling, we heard
what seens to nme a consistent suggestion that it
m ght be appropriate to consider for the | abel sone
i ndi cati on about assessnent of the risk of the
patient for negative outconmes, and sone suggestion
that enhanced nonitoring for those patients m ght
be appropriate, although collecting data on the
useful ness of those interventions would be equally
appropriate so that we can nonitor the results of
that over tinme.

Peopl e seened to feel pretty uniformy

that the first phase of the |aunch might be better
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of f extended. Al different sorts of tinmes cane
up. A year seened to be the node nunber, but |
think people's real concern is that we had data on
actually the outcones of interest rather than on
surrogate measures, rather than to pick an
arbitrary--you know, should it be 11 nonths, or 9
nmont hs or 18 nont hs.

| heard that as far as the ultimate data
that is obtained fromthe RADARS system it seened
i ke people were extrenely interested in being able
to know ultimately what the source of diverted or
abused drugs is. It seened |like that cane up as a
consistent, terrible question nmark that we stil
have and ultimately with the RADARS system or ot her
aspect of the programwe ought to be able to nake
statements about the actual sources so that we can
ultimately, in the next iteration of this meeting,
be nore rational in our selection of risk
managenent approaches.

Peopl e seened to feel that it was
appropriate to understand better another big
question mark, which is what is the conplication
rate of these negative conplications in our
patients, and that any risk nmanagenent program

ought to not just skip over the patients to the
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community but al so sonehow consi der what is
happening with the patients and we, | think, made
no progress on whether that should be a |arge,
sinmple trial, or a registry, or another kind of
surveillance program That is sonething that wll
have to be consi dered.

Al so, there was a | ot of discussion that,
despite the fact that we are here aegis of
consi dering nodified-rel ease opioids and in
particul ar Palladone, it didn't seemlike anybody
t hought that the other opioids were free of these
concerns, and a nunber of people expressed the
squeezi ng of the ball oon anal ogy where, yes, we can
maybe cl anp down on sonething here but, unless we
know what is happening in another part of the
bal | oon, we nmay be wasting our efforts or even
maki ng t he probl em wor se.

Then, finally, in the | ast wani ng nonent
of our conference we heard that prescription
moni toring prograns could be useful parts of risk
managenent, both fromthe perspective of research
and under st andi ng what is going on, nonitoring
patients, nmonitoring for doctor shopping and ot her
| aw enforcenent issues, and that these will need to

be expl or ed.
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Finally, the last bit was that if we are
going to try to introduce nmeasures that decrease
conplications, such as diversion, addiction, etc.,
we need at the sane tinme to make sure those
measures are not decreasing appropriate opioid
prescribing. W need to consider ways of measuring
that so we really do have Dr. Rose's two sides of
the equation on howto do that, we did not consider
in any detail but it would be worth considering.

That is what | heard. Did | get anything
compl etely wong or |eave out anything absolutely
essential? Any final comrents or questions from
t he FDA?

DR. MEYER | would just like to thank
everybody. This has been--1 guess diversity would
sort of encapsul ate this neeting because we have a
di verse background of the rather large conmittee
that served. W have a diverse effort on the part
of the governnent, having fol ks fromthe DEA and
several areas of HHS and even several areas within
FDA. We certainly appreciate the public comentary
as well. | think we got a |lot of very useful
di scussion and advice out of it. So, we certainly
thank each and every one of you, and thank the

sponsor as well for your participation
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DR KATZ: Let nme add nmy thanks to the
advi sory committee for hel ping me get through this
and get sone information to the FDA, and al so again
to the sponsor who, | think everybody agreed, has
put together the best programfor this class of
agents that is around. It is clearly a nmajor step
forward and | only hope that our input will help
make it even better and nore useful ultimtely for
our patients. Adjourned.

DR. DWORKIN:  And | want to thank you
Nat, for doing a splendid job of chairing this
nmeeting and keeping us all on track

[ Appl ause]

[ Wher eupon, at 5:00 p.m, the proceedings

wer e adj our ned. ]
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