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along the lines of the mnimumtine a patient
shoul d wait before taking a second dose is two
hours, and that woul d be dictated nore by the onset
of action rather than the time at which the

medi cati on would run out, and that the maxi num
nunber of pills allowed in the first 24 hours is
such-and- such, and all ow physicians essentially to
give patients the right to take enough nmedicine to
achieve the relief that they are entitled to get in
a safe circunstance

DR FIRESTEIN. Larry?

DR GOLDKIND: Particularly for an opioid
that may be a good nodel. The problemis if you
have a non-opioid, there is a whole different
mechani sm where the dose response curve i s not
quite as clean. If you tell sonebody, based on
safety, you can take another dose in a couple of
hours, we don't really know that that second dose
will benefit other than the placebo effect.

DR. FARRAR. Could | respond to that? |
agree with that, in which case | think the issues
that were brought up before about the 25 percent
non-response, or the tine point at which 75 percent
of the patients still have an effect would be a

reasonabl e dose interval where 25 percent had
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started to take an additional dose, as long as that
is a safe dosing regine.

DR GOLDKIND: W do get data submitted
that has it in quartiles and the nedian is sinply
the one that is highlighted. It doesn't really
hel p in decision-making. It may help in terns of
approvability. It may help in |l abeling to have
that data displayed so peopl e know when the nedi an
will rescue. W would have to deal with the
variability of whether, again, it is responders or
whether it is all patients. Frankly, in the node
are we going to apply the dental pain or the
surgical setting to that description? W could end
up with a ten-page label if we were as informative
as we may di scuss here.

DR FIRESTEIN: Dr. Borenstein?

DR. BORENSTEIN: To follow up on that
point, | think part of the responder aspect may be
the half-life of the drug. Wiile in the label it
may be a certain half-life, human biol ogy, when it
comes to the clinic, seems to have a nuch w der
range. So, there are sone peopl e who say, yes,
can take this drug and it truly is once a day, and
other people really say it is twice a day and

need to take it because | really experience the
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lack of efficacy. So, it will have an effect
partly on your response, but also if you can get
the data which shows the range of what it may be in
a variety of patients so you actually can tel

that. Tthat actually may make for a better I|abel,
that it is a range and that when you have that you
have i ndivi dual s maybe on the short side and the
long side. So, you may find with your dosing that,
in fact, what may be once a day in sone patients
may actually end up being twice a day and to get
efficacy for those individuals you will need to
dose it that way and the drugs will have a wi der
range of effect.

DR. DIONNE: | was going to endorse the
proposal that JimWtter nade about acute pain
responders as an alternative to doing mean or
medi an responses. W are probably at the point now
where we are going to have a better potential for
under st andi ng the basis for individual variation
due to genetic factors. |If we have the data that
we are using to analyze the range of responses, we
coul d possibly better interpret what is going on
not only on an individual basis due to the genetic
variation, but also we would eventually be able to

form 1 think, nore reasonabl e judgnments about the
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safety or efficacy of a drug.

If there was a drug that had a very
effective medi an dose, nice duration but one out of
a thousand patients had a very serious adverse
response, we mght be much less willing to see that
as a drug for acute pain use or eventually consider
it for over-the-counter use versus having the
perception that this drug has significant
liabilities or significant variabilities that
affect its clinical use. So, if we had a fornmal
way of doi ng responder analysis we could get at
that variability.

The only problemis | would hope that we
woul d derive that due to sonme data-driven process
rat her than just some sort of an opinion-driven
process. It mght take a couple of years for that
to evol ve

DR FIRESTEIN. You nean actually use
evi dence- based nedi ci ne?

DR. DIONNE: Sonething |ike that.

[ Laught er]

DR FIRESTEIN. Dr. Wod?

DR. WoOD: It is inportant to recognize
that the duration of effect is not a sinple

relationship to the pharnacokinetic half-life. The
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duration of effect would depend on the time for
whi ch the plasma concentration is above the m ni mum
effect of concentration. At a high dose that ni ght
be very long and at a | ow dose that night be very
short, both of which mght not be obviously rel ated
to the half-life. So, the pharmacokinetic
hal f-life is not a good neasure of the effect and
duration, and probably should be ignored, except in
the sense that, obviously, a drug with a very short
half-l1ife will likely last less tinme than a drug
with a very long half-life unless the drug with the
very short half-life can be given at doses that are
way above the minimum effect of concentration

DR. FIRESTEIN: Let's spend the | ast
coupl e of mnutes tal king about point three, which
i s how does one determine if a difference makes a
difference. Wuld you like to get us going since
you are the one who generated that pithy quote?

DR KATZ: Sure. | think it is actually
Yogi Berra or sonebody like that. But | think it
is an enpiric question and just needs to be
explored enpirically in the context of whatever
nmodel one is | ooking at. John Farrar has done sone
very nice work in looking at clinically inportant

difference in neuropathic pain and | think, John,
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you found that it was about 30 percent reduction in
pai n.

We have done sonme work in a chronic back
pain study that Dr. Borenstein participated in. 1In
the anal yses that we have been doing it | ooked nore
like 50 percent pain relief was associated with
gl obal measures and other signs that were the
mar ker for meaningful pain relief. So, | think it
depends on the individual nodel and it is an
enpiric question.

DR. FIRESTEIN: Vibeke, in the arthritis
studies with visual anal og scal es, what have you
found to be something that is significant?

DR. STRAND: | will show you this during
my talk, but basically we found that it is about 30
percent, 30-36 percent, |ooking at correlations
with patient global assessnments for various other
paraneters, such as HAQ disability index and so
on. It is about 18 percent above placebo. As we
just tal ked about, Dr. Farrar's work across ten
trials, random zed, controlled trials in nultiple
different kinds of pain was very consistent. It
was approxi mately 30 percent. By VAS, we think
that the test/retest variability, if you are using

100 mm scal e, is about 20. So, when you get to
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about 30 you have a mininmumclinically inportant
difference. That seens to work no matter what kind
of a VAS scale you are using. Again, | will show
you sone of that data |later.

DR. FIRESTEIN. Dr. Sherrer?

DR SHERRER: | m ght be assessing a
rescue nedi cati on use because | think that is the
patient's indirect way of telling us what is
adequate if the pain nedicine is adequate by itself
and they don't have to be rescued. |f they have to
be rescued, no matter what the pain relief was, to
me, it was not adequate. It doesn't nean that that
drug is not useful. It may be useful in
combi nation but, to me, if the patient has to be
rescued they are telling us whatever it did, it
didn't do enough.

DR. DIONNE: | was just going to add to
the discussion of what is the mnimally effective
i ncrement of pain inprovenent. W did a study in
the oral surgery model with about 125 patients
starting with either noderate or severe pain. W
slowy titrated a nonsteroidal anti-inflanmtory
drug IV until they reached a point where they
pressed the stopwatch, and then we had themfil

out their category in VAS scales. It was startling
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that it came out to be about 50 percent pain relief
across the different types of pain intensity in
different scales.

DR. MAX: | have two concerns about
setting a minimally significant clinica
difference. One is that | amafraid of approva
creep. Now it is enough, given a reasonable safety
record and a sense of clinical usefulness, if you
just beat placebo within an acceptabl e al pha | evel
| amafraid if you establish that you need to have
really 15 percent pain relief, the requirement may
creep into being that the studies need to be
statistically significant above that |evel.

Alternatively, | want to point out that it
real |y depends upon the context and the side
effects. |If you had an anal gesic that |ooked safe
and had no, say, cognitive side effects, you could
add it to nost of the anal gesics that are sedative,
and even if you only got five percent or ten
percent additional relief, it is cheap enough and
it would be a very wel cone addition. So, | would
want to |eave this to the case by case judgnent of
the agency.

DR STRAND: Could I just clarify for a

mnute? | don't think we are tal ki ng about MCI D
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based on one outcone neasurenent as defining
clinical response. That is why | would like to put
this off until this afternoon when | present.

But | think what we are really trying to
tal k about is where do we see minimumclinically
important differences in various paraneters. The
way they becone useful is if you now conbi ne those
paraneters that are not closely related into some
type of an analysis for responder. Al of this has
to be done as evidence based.

DR. MAX: Yes, and it just depends
conparing to the safety profile of the clinica
cont ext .

DR. FIRESTEIN. Dr. Cush and then Dr.

El ashoff, and then we will take our break so that
we don't have break creep as well.

[ Laught er]

DR CUSH. | just want to go back to
Yvonne's suggestion, and | agree that the use of
rescue nedication is certainly an inportant neasure
and | think one that is useful for analysis, but I
am al so bothered in doing clinical trials where we
use rescue nedicine, especially in osteoarthritis,
by the nunber of patients who refuse to use rescue

medi cation despite their pain. | can't quite
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explain that. | know they have pain but they
continue to not want to use the anal gesi c nedici ne
we give them So, | sonehow fear that we may be

m ssing an inportant outcome if we rely too heavily
on that one neasure. That needs to be included but
I don't knowthat it can be a primary outcone
measur e.

DR. ELASHOFF: Any tine one feels one
needs multiple neasurenents in order to understand
what is going on, you are either left with trying
to sort of put themtogether after the fact, after
they have all been neasured, or defining sone
arbitrary conbination of them There is always an
arbitrary character to that, and if you define
things ahead of tinme then you are liable to | ose
information |ater on. But there is always a
tradeoff. There is no way to totally win this
situation.

Dr. Cush's remarks about the rescue
medi cation issue are certainly inportant ones. The
advantage of that particular type of outcone--or at
least if we don't think of it so nmuch as rescue but
anount that they would actually take if left on
their own, the advantage of that kind of outcone

measure is that it is directly related to the
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safety issue in a nmuch clearer way than sonme of the
ot her outcone neasures one m ght be tal king about.

DR FIRESTEIN: Dr. Sinobn?

DR SIMON:  Just before the break, if you
will give me a mnute, there are a coupl e of
questions that arose in the previous discussion
that weren't really answered by us. One was Dr.

Kat ona' s question about were there other

al ternative designs besides a placebo-controlled
trial. That would be appropriate and, yes,
obviously an active conparator would be an
acceptable way to go for an acute pain trial in
children, elderly, in any nunber of different ways
to do that, background therapy, w thdrawal therapy
as has been done in children before, though | am
not that enthusiastic about w thdrawal therapy in
adults despite what cane up yesterday and | am sure
we will discuss that part again.

Nunber two, there was an interesting
di scussi on about acute pain, time to onset of acute
pain, differentiation fromplacebo and preenptive
anesthesia. | would like to point out that we are
willing to consider that as an entirely
di sassoci ated i ssue, nmeaning, we have to create a

| abel that patients understand how to use drugs.
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1 W believe the time to onset of an hour

2 may be important to patients as opposed to two

3 hours, although I do not want to get into a

4 discussion, as we did in '98 on fast, faster or

5 fastest because, in fact, that is not really

6 informng us anything. The reality is that there

7 may be the need for an entirely different

8 i ndi cation of preenptive anesthesia rather than

9 acute pain because, in fact, that is a different

10 issue and it would affect different patients.

11 There are not a lot of patients wal king around with
12 a toot hache who need preenptive anesthesia as

13 opposed to acute pain relief.

14 The third issue is the issue of effect

15 size that Dr. Elashoff referred to before. It

16 refers back to what Dr. Max was tal ki ng about,

17 which is that we have to be famliar with MCID

18 because if we don't consider that the sponsors, not
19 because they are bad peopl e but because they have
20 accrued a lot of patients in a trial, can then have
21 enough patients to show a statistically significant
22 difference fromplacebo yet, in fact, the effect

23 size is entirely uninportant.

24 Part of that is bias and a take on how big

25 is the effect size. It might be nice to know that
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113
an effect size is evidence-based and defined by
what is mnimally clinically inmportant, and that
may be very inportant because of the nunber of
patients you could recruit. You can't just make
your study be positive.

DR FIRESTEIN. Thank you very nuch for
clarifying those issues, and we will take a break
now. We will start again in exactly 15 m nutes,

10: 45.

[Brief recess]

DR. FIRESTEIN: Can the nenbers of the
conmittee please rejoin us? In this session we
have an open public hearing. Then, we are al so
going to try to clarify or revisit some of the
questions that were raised yesterday with regard to
chronic pain indications. W have two speakers,

Dr. Eugene Laska who has been allocated ten
m nutes, and then Dr. Nijab Babul who has been
allocated five minutes, and | would like to wel conme
them Dr. Laska?

Qpen Public Hearing

DR. LASKA: Thank you

[Slide]

This little presentation is sponsored by

Merck, whose folks | would |like to thank for their
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stimul ating conments and stinul ating di scussi ons
which led to the clarification of several issues
anong the contributors, their ideas, particularly
Al Sunshi ne whose nane | want to nention. The
i deas here are ones | have tal ked about before.
apol ogi ze for repeating sonme of them Lee Sinon
and JimWtter and Ray Dionne al so deserve specia
recogniti on because they are clearly attenpting to
open up the box and mamke the business of
registration nore transparent. Sonme day a drug
company will know whether they are going to get
approved before they make a subnission rather than
wait for the surprise of the letter

As | nentioned yesterday, the goals of a
random zed, controlled trial are to all ow causa
i nference; to allow the conclusion that the drug is
the reason for the effect we observe.

I want to add to that that another mmjor
reason for doing clinical trials is to get point
estimates of very inportant paraneters which
characterize what the drug is all about. It is
instructive in trying to design clinical trials to
contenpl ate how one woul d use the information that
cones out of them what kind of information one

really wants.
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I f one thinks about onset, duration and
dosing intervals as if you knew the entire story,
you know, the probability distribution of onset and
duration and response rates, you would see that it
is a conplicated, nultidinensional space that would
be very hard to characterize. And, what we are
|l ooking to do in these clinical trials is to find
very, very minimally informative point estimates
whi ch describe to sone degree the anmount of the
effect that we are tal king about, nedian tine to
onset and the like.

Too many neasures, as Janet says, are not
necessarily useful, and for these trials for the
| ongest period of tine we have collected data on
both relief, which refers to original tinme, and
current intensity. | ampleased to see the agency
moving to the notion of dropping redundancy at
least in the notion that it nay be redundant in the
begi nning but certainly long term Good thinking.

The sane thing is true about all of these
paraneters. They are functions of pain intensity
| evel s. So, again, the hyper space in which these
characteristics are described is very, very high
di mensi onal

[Slide]
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Let me start by tal ki ng about stopwatch
and neasure onset. | believe that it is inportant
to elimnate the two stopwatch thene that has been
used by many conpanies in the recent past and
return to the one stopwatch approach that measures
meani ngful relief because | believe that that is
the nost useful concept that can be neasured, and
that the redundancy in having a second watch to try
to capture perceptible relief nerely adds
conmpl exity and does not really bring in enough new
information to warrant or justify its use. And, |
think that second stopwatch is a very useful tool
which I will nention in a second, that cay be used
to | ook at duration.

[ Slide]

Once one collects the data, | think it is
important to conceptualize the ideas associated
with onset as representing two subpopul ati ons, one,
peopl e who will not respond or who have not
responded; and the second, the group that has
responded. That is characterized statistically by
the top equation. It is called the cure nodel. W
won't talk about it today but it has been descri bed
in the reference in the bottomof the slides. That

particul ar nodel conceptualizes the outcones as
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falling into two groups, the responders group and
t he non-responders group.

| believe that the regulatory indications
of collecting data the way | have described and
breaki ng up the population into these two subgroups
flows very naturally. The clinical trial's
objective will be to estimate the proportion of
pati ents who respond, who get this meaningful pain
relief, and |l ook at the survival distribution

including the nmedian tine to obtaining nmeani ngfu

relief.

[Slide]

The regulatory inplications that flow from
that | believe fall in tw canps. One is a

conparative canp and the other is a nunerica
estimate canp which has to do with characteri zing
the drug i ndependent of another drug or placebo.

So, the first requirenment would be that Pd
is bigger than Pp for the placebo group. The
proportion or response nust be denonstrated to be
statistically superior on the drug than the
proportion who respond on placebo. Perhaps a
m nimal difference in the proportions is called for
so that sanple size doesn't doninate the decision

as to whether there is a proportion.
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[Slide]

But then the issue of whether or not a
drug works within an hour or nore generally within
T units is characterized by the second requirenent
whi ch only tal ks about absol utes, not conparators.
That is, the nmedian tine to onset anobng the
responders on this drug ought to be within sone
period of tine, perhaps an hour, perhaps an hour
and a half but nore generically T. T, of course,
may depend on the pain intensity, the nodel setting
and a variety of other things relating to the
i ndi vidual and the biological response that that
i ndi vi dual represents.

[Slide]

Perhaps nore difficult to contenplate is
the question of duration

[Slide]

Let me suggest to you that the FDA's
concerns about using the various interferences that
are introduced by the nurse or whoever is
collecting the data or deciding whether or not to
gi ve that second dose is nitigated by putting that
second stopwatch that used to be used for something
el se, so they are around and there is no extra

expense--that second stopwatch can be used to
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119
answer the question when is the patient no | onger
getting pain relief.

The agency used to worry about what they
call ed back then the minute wars of the first
interview for onset at 15 m nutes, denonstrating
ef ficacy, would provoke another drug conpany to
collect its first interview data at 14 ninutes so
that they could claimfaster onset. WelIl, the
stopwatch elimnates that problemand it does so
here as well. It renoves the bias, the
i nterpersonal possible interference that the nurse
observer or the person who could give the next
medi cati on introduces.

The estimating functions that woul d derive
fromcollecting data of that sort are exactly
anal ogous to what we would obtain in the onset
story. W would estimate the survival distribution
of time to rescue and the proportion who respond.
Very inportantly, they do not inmpute a value for
those peopl e who never got onset.

The question of how |l ong a drug works
after it has worked is not informed by the
percent age of people or the tine at which those
peopl e rescue if they never got onset. it is a

di fferent question. The answer to the question of
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when shall | renedi cate when a person is not doing
well on the drug | gave himis a very different
question fromthe one that asks when do

remedi cate after there has been a | ong period of
time where the patient has responded.

A nunber of the things that can be
reported along the way are the proportion who
respond at the various tines that are convenient,
like 6, 12 and 24 hours; nedian time to rescue
anong responders who do rescue.

Let me focus on that for a mnute. It is
useful to say ten percent of the patients respond,
and anong the ones who do--sorry, nedian tine to
rescue. Anmong the people who rescue, how | ong does
it take before they need rescue? That is going to
depend on severity and the |ike, but that inforns
the notion of the time to rescue and is a
conpl enent to the proportion who don't rescue.
Those different arns are the reason | described in
the begi nning the hyper dinensionality of the
out cone space when you do a clinical trial of this
kind. To mix themup is to blur and | ose
i nformati on about what is actually transpiring.

[ Slide]

The regul atory inplications of choosing a
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dosing interval on this basis has to do with, in ny
view, a conproni se between the wi de range of dosing
intervals that are absolutely necessary, that all
of the clinicians on this panel discussed in the
| ast hour but, nonetheless, if the agency chooses
to characterize with one nunber, | think that
nunber is the nmedian despite the coment that |
don't want the other half of nmy patients to do
poorly because the dosing interval is honored in
the breach. So, if this is the one number you want
to produce, | think you are stuck with the medi an
and, therefore, the dosing interval is sonme nunber
| ess than or equal to the nmedian tinme to rescue.

| believe the linmtation that you place on
providing information in the |l abel is a very
artificial one, and the notion of posting
i nformati on on the web doesn't need to be defended.
You don't need to hide behind the | abel to describe
what happened in the trials; put themout sone
other way. Once they are out, clinicians will find
a way to use themif they care to find out the
i nformati on.

So, the regulatory inplications are that
the percentage of patients, the second point, who

need rescue is significantly less than the
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proportion of patients who need rescue on pl acebo
anong the peopl e who responded to placebo. That
woul d need to be denbnstrated statistically.

The first point, the conparative one, the
absolute is that the proportion of responders is
| ess than sone fixed tine point, and that is |ess
than a half.

[ Slide]

Just one coment quickly on Larry's
feeling that return to baseline is a flawed netric.
I think one can conceptualize this whole idea as
the conpl ement, the counterpoint to the responders
analysis. If you like, this is the failures
anal ysis and patients will return to baseline
individually. The argunent that the nean does not
return to baseline doesn't mitigate against the use
of return to baseline or no | onger getting
meani ngful relief on an individual basis, and it is
the counts of how many of those people there are as
well as the tinme to the event that nmakes the gane
pl ayabl e.

[Slide]

So, clearly infornmed by PK and inforned by
the experience of the clinical trials in the acute

phase, one has to | ook at nmultiple days and the
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question is what to do in that context and | had to
think about it. M viewis that this is not the

pl ace to be exploring dose response. In the very
m |l d pain circunstances where pain is al nost gone
the next day, it makes no sense to me statistically
as a statistician to inpute data fromday one to
day two to show artificial differences which are
not real

| believe that you can only sustain the
noti on of what the effective dosing interval that
has been proposed and see if it makes patients
"happy." So, at the end of day in these m|d cases
there should be no need to denbnstrate superiority
to pl acebo, but the proportion of patients who
require rescue ought to be snaller than sone
absol ute nunber that is credibly deternined on a
j udgrment basi s.

[ Slide]

For nore serious pain or perhaps severe
pai n nodels were PRN narcotic is required, | see no
alternative to the idea of using the dose sparing
property of the drug.

[ Slide]

There is an old rule that every ani nal

pharmacol ogi st will ascribe to, | amsure, that
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says if you fix dose, study outcome. If you fix
out come, study doses. In the dosing sparing
setting where you use PRN narcotics you are fixing
an outconme. Patients titrate to adequate relief.
The only thing to study is the anbunt of narcotic
that is spared. It is sensible and there are
caveats raised by others in the group here about
i nteraction, about pronoting side effects.
Renmenber, this drug has been studied in the acute
setting. It is known to be an analgesic. Now the
question is what does it do on day one, two or
three and that kind of sparing relationship, in
face of the know edge fromthe earlier trials, is
pretty clearly evidence if you believe in the
hi dden assunption--as Jim pointed out, there is a
hi dden assunption and in this case it is that there
is a dose response to the narcotic being used. So,
dose sparing nmakes sense to nme as the way to
sustai n that data.

[ Slide]

One last situation then, we are in
| ong-termuse, and | am anxious to hear the
objection. If chronic pain situations where
patients on placebo drop out at very high rates,

once again we are into the game of projecting
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forward; we are naking up data--statisticians cal
that inputation, to justify whether the drug stil
wor ks at week Wwhere Wis a big nunber like 12

I think that makes no sense. It is a
ci rcunstance, again, where we are only trying to
sustain the notion that this drug continues to work
after 12 weeks. W are not trying to prove
effective here; it is does the drug still work?
The best way to answer that question is not with
respect to placebo patients who drop out earlier;
it is with respect to patients in whomthe drug is
working, it is withdrawn and superiority to placebo
in a randomi zed, controlled trial is denonstrated

| believe that this kind of an approach is
a rational way of |ooking at onset and duration and
choosing dosing interval. And, | thank you for
|'istening.

DR FIRESTEIN: Thank you. The next talk
will be fromDr. Babul, from TheraQuest.

DR. BABUL: Good nor ni ng.

[Slide]

I would like to address the conmittee and
the division on the issue of nulti-dose anal gesic
devel opment. This is one of the questions that the

di vi sion has asked the comrittee to consider in
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terns of evaluating anal gesics in acute pain.

[ Slide]

I have previously provided a conflict of
interest statenment and that stays on record so
won't repeat it here.

[ Slide]

This slide shows the essential approach
that we have been taking for the |last two decades
to evaluation and approval of anal gesics in acute
pain. Certainly froman efficacy perspective, we
do sonme of those studies by screening a patient,
initiating some sort of an acute insult, having
sone sort of a period of recovery when the pain
stimulus reaches a particular intensity, noderate
or severe usually. We will then dose the patient.
We eval uate the response over a single dose and
then we term nate assessnents either after the
dosing interval is over, which is generally 8, 12
or 24 hours, or at the tine that the patient
requests their first rescue anal gesic.

[ Slide]

There are conpel ling reasons why

phar maceuti cal sponsors have not gone down the path

of efficacy evaluations in the nulti-dose arena,

and | would like to address these and propose sone
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potential solutions.

[ Slide]

There is no doubt that there is no grow ng
request for data. | recall that even at the Vioxx
advi sory conmittee neeting there was discussion of
the availability or relative |ack of nulti-dose
data in the dossier. There have been increasing
requests fromboth Division 550 and 170 for such
dat a.

I think the challenge here is, if | can
just be frank and | guess this is for the record,
that our collective rhetoric perhaps outpaces the
actual science of drug devel opnent. In other
wor ds, our nethodologic ability, to echo what Dr.
Laska was saying, to actually tease out sone of
those differences is not always there.

In order to address this issue of
mul ti - dose anal gesi c eval uation froman efficacy
perspective, we need to ask ourselves precisely
what our objectives are. Are they to establish
efficacy? Are they to denonstrate effectiveness?
Are we trying to establish dosing frequency? Are
we trying to prospectively test a draft package
insert? O, are we nerely trying to provide sone

sort of supportive safety data in a perioperative
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setting where perhaps patients might be critically
ill and ot herw se conproni sed?

[ Slide]

Here are some of the challenges to
eval uating these drugs in acute pain. The first
i ssue, and this has been alluded to earlier, is
that the natural trajectory of acute pain is such
that, whether treated or untreated, for the nost
part it dimnishes. To be sure, and Dr. Katz
referred earlier to thoracotony patients or | unbar
| am nectony patients who may have sonewhat
long-termpain. To be sure, sone patients may have
a longer trajectory, but a npjority of these
patients have a relatively short trajectory. So,
this introduces an issue that npbst anal gesi ol ogi sts
have cal | ed assay sensitivity.

We are also faced with a reduced duration
of hospitalization. A significant nunber of
patients after najor surgery are hone within four
days to a week's tine.

There is also a growi ng trend towards
surgi cal techniques that reduce surgical pain. For
instance, hip arthroplasty, as is currently being
conducted, requires substantially |ess

post operative opioids than perhaps 10 or 15 years
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ago and this presents a bit of a chall enge.

Furthernore, patients will sometines
refuse to consent to nulti-dose placebo controlled
studies. It is one thing to convince patients to
do a singl e-dose placebo controlled study, but to
tell themyou are going to repeatedly be give
pl acebo over the next five or seven days presents a
bit of a challenge

W al so have this issue of data
cont ami nati on when you give rescue anal gesia, and
we have a problemin terns of availability of
trai ned anal gesic observers or nurse raters. This
is a very specific discipline requiring an
exceptionally well-trained individual who truly
under st ands anal gesi ¢ nmet hodol ogy, and there is a
real shortage of such folks. Your npbst senior
study coordinator usually wants to work the day
shift so you have 72 hours nore to go beyond that
to eval uate the patient

[ Slide]

I would Iike to suggest sone proposed
approaches without getting too prescriptive. Sone
of these have really been spurred through
di scussions with Division 550 with Dr. Wtter and

Dr. Sinmon and others. One option clearly is to use
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active controls, with the Division's prior consent.
That is certainly one possibility to consider.

The other option is to use what | cal
pseudo pl acebos. So, these would not be pl acebos
but woul d be perhaps ultra | ow dose of an approved

agent, to allow us to get some assay sensitivity.

Yet another option, and this was di scussed

previously by Dr. Laska, is to use rescue anal gesi a
as an endpoint. This has been used successfully
but only with a nodest degree of success in the
past .

We can also integrate rescue and pain
assessnent data, and there are some techni ques
avail able for that. O course, because of the
shortage of trained study coordi nators, we can
per haps consi der doing serial assessnents |ong
term We can use recall instruments to assess
pai n.

[Slide]

The rationale for integrating rescue and
pain scores to cone up with sone conposite scores
is given on this slide, and | amgoing to be brief
here. Traditional studies have tended to discard
rescue after the first dose. The issue is that

rescue tends to confound our anal gesic eval uation
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Furthernore, rescue differentially confounds the
anal gesi c response. David Silverman, for instance,
has suggested a rather el egant but sinple approach
to integrating rescue and anal gesi a scores.

[ Slide]

Al ternative approaches that are avail able
i nvol ve the use of recall instrunments. W know
that recall, at |east anong anal gesi ol ogists, is
vi ewed as sonewhat suspect but we, and others, have
shown and have published data denonstrating that
recall is actually quite sensitive. W have done
studi es where we have | ooked at recall in
orthopedi c pain and other nodels, and we think that
this allows you perhaps to conserve on the
resources that are a problemin nulti-dose studies.

[Slide]

The | ast potential option that one ought
to consider is rescue anal gesia as an endpoint. |
believe it is a potential endpoint. |t does have
some risks because the variability is not
insignificant.

[Slide]

These are data that were presented in 1998
at the Arthritis Advisory Comrmittee in the review

of rofecoxib submission. As you can see in this
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particul ar study, over day two to five there was a
di fference between placebo and rofecoxib in terns
or rescue consunption. It was a one tablet per day
difference. Now, whether this is clinically

meani ngful is a separate issue but it certainly
provi ded sone assay sensitivity in an attenpt to

| ook for differences.

In summary, the nethodol ogy for multi-dose

efficacy evaluation is not quite cooked; it is not
established. | think there are sone possible
options that are available, but we need to
understand that there are sone conpelling reasons
why singl e-dose evi dences have formed the prinmary
basis for efficacy evaluation. None of these
techni ques can neaningfully, in ny opinion, answer
questions related to the tine course of effect and
dose response. Those questions, and they are
critical questions, need to be addressed in
singl e-dose efficacy eval uations. Thank you
Furt her Discussion of Criteria for
Chroni ¢ d obal Pain

DR FIRESTEIN: Thank you very much. At
this point Lee has asked us to revisit our
di scussion of the proposal for the criteria to

obtain a chronic global pain indication. Just to
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remi nd people, there are two essential issues. One
is that for such an indication the proposal was
that three separate nodels would need to be

expl ored, and in each of themthere woul d be three
separate domai ns that would have to be al

positive.

So, what we are going to do now is
actually go around the table and get people's
opi nions on those issues. | would ask that people
restrict their comments to two minutes or |ess.

Pl ease don't feel obligated to use the entire time
because there are about twenty of us and it wll
take quite sone time if we wax poetic.

I will go ahead and start and then people
can take various and sundry pot shots at ny
coments, either anplify or deny them

DR. ELASHOFF: | amstill unclear on the
questi on.

DR FIRESTEIN. The question is what do
the individual nmenmbers feel about, nunber one, what
the criteria should be for a chronic pain
indication, with the initial proposal that there be
three separate indications explored in order to get
| abel i ng for chronic pain.

DR. SIMON:  d obal chronic pain indication
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with three areas of etiopathogenesis that would
have to be studied with three domains as
co-primaries in replicate trials.

DR FIRESTEIN. So, those are the two
separate issues that we should comrent on. Does
that clarify that?

DR ANDERSON: But what are domains?

DR. SIMON: To remnd you, they were
patient global, function and a pain score. It is
just in chronic pain. | know we have just tal ked
about acute pain but we didn't get enough clarity
yesterday for us to know exactly what you all felt
about our proposal

DR. FIRESTEIN. W were appropriately
obtuse. So, | will start and then we will just go
around the table. For introductions we went to ny
left and this time we will go to ny right.

There were a nunber of other proposals
that were also made with regard to the nunmber of
indications. First of all, | think that the bar
shoul d necessarily be high for a global chronic
pai n indication. The question whether it should be
two, three, four or five indications is really not
wel | defined by evidence-based nedi ci ne but, based

on opi nion, three doesn't sound like a lot and four
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135
sounds okay and five sounds like a lot. So, by
process of elimnation, four sounded reasonable to
ne.

The other issue is whether or not you need
replicate trials for a global pain indication. It
seens to ne that the indication is gl obal pain, not
the individual nodels. So, for instance, a
confirmatory trial would not be a second OA tri al
but a second trial in another indication,
preferably different nmechanism and | think there
needs to be considerable care with regard to
choosi ng how one sel ects the different nodels,
maki ng sure that there is adequate representation
frommultiple mechani sims-- neuropat hi ¢ pain,
muscul oskel etal pain, cancer pain, etc. So, from
my perspective, it seems to ne that a single tria
with nmore indications makes sense.

Wth regard to the domains, the nmain issue
is that function may not necessarily be a
reasonabl e endpoint for some of these indications,
as was pointed out yesterday, and | think there
needs to be sonme flexibility in endpoint selection
Pain is obviously going to be the nore inportant
one and function nmay be less inportant in certain

patients where strictly confort is all that
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matters

So, why don't we nove off to the right?
Dr. Brandt? Was that clear enough?

DR. BRANDT: Fundanentally, | think
agree with Gary. The conplexities in the science
that drives chronic pain, as we heard yesterday,
think are very significant and it makes it hard to
reduce this in terns of a limted nunber of nopdels
of disease states in which a drug shows efficacy to
be confortable that that truly gives enough
information for a global pain indication. So, | am
nmore confortable considering pragmatics. | think
it woul d be reasonabl e.

I think we regard to the outconme measures,
certainly pain, certainly patient global, and
think that you have to | ook at function in terms of
the specific disease state that is nmore relative to
certain diseases than it is to others, as we heard.
But | think the greater breadth that woul d be
provi ded by denonstrated efficacy in four disease
states for chronic pain has appeal to ne, and
perhaps nore than | ooking at three tinmes with the
si x- pack.

[ Laught er]

DR KATONA: Looking at the issue fromthe
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pedi atric point of view, for the chronic nodel it
will be very difficult to recruit enough patients
since out of the four proposed nodels really the
only one which could be found in children in great
nunbers is the cancer pain. Children have no QA
very rarely | ow back pain, a |ow incidence of
neuropathic pain. So, | think the study is going
to be limted. The acute nmodel | think is very
important in children. So, those two will have to
be concentrated on.

As far as efficacy, | think we always rely
alot onthe adult trials and | think we definitely
will do the same. However, | think the PK studies,
the dosing schedul e and especially the safety are
going to be extrenely, extrenmely inportant in
children. So, | think those are going to have to
be conducted and these have to be long term Thank
you.

DR. ABRAMSON: | woul d naybe take a
slightly different position at |east from Ken and
Gary on this. | nean, chronic pain is a very broad
term Although it is clinically a very inportant
i ssue, the nanme of the termitself is |like the 1899
Merck Manual of Hepatol ogy or |unbago and | think

we have to be careful in setting a bar for a
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broader indication that the elenents wi thin that

i ndication are robust in the way that they are

| ooked at fromthe term etiopathogenesis that Lee
used.

Theref ore, whether a gl obal pain
indication requires three, four or five individua
eti opat hogeni ¢ syndrones, | think the bar for each
of those syndromes has to be as high as it would be
for anything else that a drug is getting approved
for, nanely, two replicate pivotal studies for
exanpl e.

When you tal k about domains in these
studies, the domamins may vary within the syndrone
you are | ooking at, whether it is neuropathic pain,
| ow back pain, osteoarthritis pain, etc. So,
clinical outcones, neaningful clinical responses,
things that you m ght tag on to | ook for mechani snms
of pain will vary within each of those

So, | would make the argunment for keeping
the bar very high for any individual entity of the
i ndi vi dual syndrones that need to be | ooked at,
recogni zing that fibronyalgia is different froml ow
back pain and the muscul oskel etal indication for
exanpl e.

Then, whet her one gets for narketing
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purposes a nore global indication will depend on
three, four or five very highly rigorous standard
replicate studies that woul d have been required for
i ndependent registration

DR. FIRESTEIN: Lee, would you just
comment on whether or not this would change the bar
for individual indications? In other words, that
is a separate issue | think

DR SIMON: No, in fact, the bar, as we
have described it in ny earlier discussion, for any
one indication with two replicate trials with three
dommi ns is obviously open to discussion based on
whi ch donmai ns, but we would |ike patient globa
pain and a functional domain. It is particularly
applicable to osteoarthritis but it may not be
applicable to all of them So, that woul d not
change an individual indication issue.

What we are really discussing here is, is
that high bar too high for the global chronic pain
i ndi cati on? And, we each have our opinion and that
is what we are waiting to hear

DR WTTER. | just want to add a thought,
and | think Dr. Katz brought it up yesterday. As
you think about this, | nean, we are interested in

| abel ing that makes sense to you as clinicians and
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al so to your patients. So, were we to construct
chronic pain, the big claim you know, | think you
need to think through your current repertoire of
medi ci nes and ask if they should be able to reach
that hurdle. |If they do, then what inplications
does that have for whatever claimstructure we

m ght set up because would we be creating sonething
and everybody would get it and may not have what we
had hoped down the road. So, | think maybe you
want to think about that as well.

DR. MANZI: | think when | was thinking
about this the one assunption here that is probably
true is that the nunber one biggest problem
probably in the U S is that we under-treat chronic
pai n, nore than abuse of nedications or
over-treatnent. So, with that in mnd, | said what
woul d t he advantage be of having a gl oba
i ndication nore than industry incentive in sone
way? What advantage to the patient?

I guess fromthat perspective, | actually
woul d presune that a gl obal indication may open the
door for a broader application of sonme of the
potential nedications in patients with chronic
pai n.

Wth that in mnd, I wuld say what are
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the downsi des? The downsi des may be that it is not
as effective in certain disease states or that
perhaps in certain subpopulations it may not be
safe. | think those are clear concerns.

Wth that in mnd, | guess ny perspective
is that | mght actually consider |owering the bar
a bit and say is it really safety issues and
efficacy that we are worried about, or do we really
want to open up to our patients the availability of
a broad range of potentially hel pful agents for
treating chronic pain?

Wth that said, this is arbitrary but |
would say | would go a little | ower with perhaps
the three entities not having to capture every
pat hophysi ol ogi ¢ nechani sm for pain because | am
not sure that is even possible, obviously, keeping
the individual rigor that the FDA does already with
each of those entities. So, | think | would favor
more a slightly |Iower overall bar to get a globa
| abel for the reasons that | nentioned.

As far as the domains, | agree with the
previ ous speakers that | think you have to a priori
det erm ne which domains are relevant to the di sease
state that you are | ooking at and deci de what the

success is in each of those and not make a standard
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requi renent across the board for each popul ation

DR. KATZ: | feel nore confortable
articulating some general principles relevant to
this discussion, rather than just throwi ng out a
nunber of five, three or something like that. So,

I don't knowif nmy comments will help you in any
way but | will go ahead and take my two nminutes or
| ess anyway.

First of all, there has been a great
debate as to whether giving an overal
categori zation for acute pain, chronic pain, or
what - have-you, is appropriate. M feeling is that
the opioids have taught us that it is possible to
have a class of drugs that are broad spectrum
anal gesics for just about all kinds of pain. So,
think that the notion of a broad spectrum anal gesic
does have construct validity.

Nunmber two, | think the opioids have al so
taught us that just because a drug has broad
spectrum applicability in acute pain, chronic pain,
it doesn't nmean that it is going to work for al
subcategories or all populations or all people.
think that is fine and it should not dissuade us
fromgiving a broad sort of |abeling, although it

woul d be nice if we had some way, through the |abe
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or otherw se, to educate physicians that just
because a drug has a broad | abel doesn't nean it
will work for everybody and it doesn't relieve them
of their responsibility to manage their individua
patient or different disorders.

I think acute pain as a category does have
construct validity and | think chronic pain as a
category does have construct validity too. It
seens to ne that in order for sonething to be
called a nedication for chronic pain, it needs to
wor k for neuropathic pain as a broad construct and
al so for nuscul oskel etal pain because drugs that
wor k for muscul oskel etal pain may not work for
neur opat hic pain, and vice versa. So, it is
i nconceivable to ne that something could be called
a nedi cation for chronic pain wthout working
robustly in both of those different categories.

So, | wouldn't see it possible to | abel a
drug for chronic pain unless one could al so | abe
it for neuropathic pain broadly and one could al so
| abel it for muscul oskeletal pain broadly, with
what ever robustness of evidence one would need in
each of those individual subcategories.

We have just had a neeting for a whol e day

and tal ked about neuropathic pain and what sort of
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trials woul d be necessary for that. People have
t hought that you would need a six-pack or nore just
for peripheral neuropathic pain, let alone chronic
pains. That is a big discussion and | am not goi ng
totry to summarize it all here, but |I think it is
important to just say that you have to be confident
of neuropathic pain before you get to the point of
chroni c pain.

In terns of the issue of replicate trials,
personally | find it much nore useful to see
different trials in different disease entities than
in the sane entity. For exanple, two identica
replicate trials in osteoarthritis don't help ne
nearly as nmuch as one good trial in osteoarthritis
and one good trial in sone other kind of
muscul oskel etal pain |like | ow back pain or
rheumatoid arthritis, or something like that. |
think that is where the information comes in. So,
personally | woul d discourage replicate trials and,
if you are |l ooking for a broad categorization, then
try to get as broad an experience as possible of
di sease entities within that category.

Lastly, in terms of the issue of the
requirenent for the three co-primaries, ny

experience suggests to nme that that is an
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absolutely wong approach. | think it is obvious
that if a drug reduces pain but does not
necessarily inprove function, quality of life or
whatever, it is still an anal gesic.

On the other hand, | think that those are
very, very fundanentally inportant secondary
outcone variables that will differ fromdisease to
di sease and can al so hel p us understand the meaning
of the primary and borderline cases or unusua
cases. | think the data should definitely be
collected. 1t should be required but not as
co-primaries for devel opi ng anal gesi cs.

DR. ANDERSON: | actually agree with quite
a lot of what Dr. Katz said, although | disagree
about the donmins. First, | didn't like the idea
of this global indication at all because | just
don't think a single drug can do it all and al so
retain function. Also, it seens to ne that it
woul d be abused in the sense of, you know, you had
all your three areas or even six areas where you
showed it worked it would be used in many nore
where it mght not work at all or m ght be unsafe.

So, | think that you should just stick
wi th what you have at the nonment, which is for any

particul ar indication, pathogenesis area or
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what ever, you have to have two trials, perhaps with
a different disease

| think that the three domains are all
important. Okay, this is an analgesic but it is
more than an anal gesic. You know, for an anal gesic
which is just for acute pain, then, okay, painis
the only outcome that matters. But for an
anal gesic that is for chronic pain or long-Ilasting
pain, then it is not much use unless the person can
have function unless you are tal ki ng about term na
illness where there is no hope for that. But |
think that we would want to use these drugs in
cases where people want to retain and inprove
function. So, function, patient global and pain
score | think are equally inportant and shoul d al
be kept and be required.

DR. ASHBURN: | am an anest hesi ol ogi st who
has left the ORto take care of patients who have
chroni ¢ disease over long periods of tinme. So, as
aresult, I amused to having conflict within
nmysel f.

[ Laught er]

I think that this is one of the areas
where | have mixed feelings. 1In a global area

think it is really inportant to recogni ze that
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i ndi vi dual s who have conpl ex chronic pain disorders
require nmore than one nmedication. They frequently
benefit from pol ypharmacy wi th nedications targeted
towards specific issues and specific individua
patients. They frequently have depression; they
frequently have sl eep disorders; frequently have
anxi ety. They al so have social issues that need to
be addressed by cognitive behavioral therapy. They
al so have physical dysfunction and require
activating physical therapy. To a certain degree,
it is alnmost disingenuous to think that one
medi cation could be useful as a global indication
for chronic pain.

The other thing that even nmakes it nore
difficult in that area is that pain managenent
physi ci ans and physicians in general tend to be
enamored with the use of unproven techniques in
this patient population. | think that that poses
sone concern with regard to safety.

On the other hand, six well-controlled
trials for the indication seens to be an extrenely
high bar. Drilling dowmn to the specifics, | ama
little bit worried about the specific definitions
of group as far as how you define, how you group

patients. One concern that was al ready brought up
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is how would you study children, and for
essentially orphan children who have chronic pain
in these areas. Cearly, designing six

wel |l -controlled clinical trials that include
adequat e nunbers in children woul d be extrenely
difficult. Do you do it by nechanisn? Do you do
it by cancer? W have already heard di scussions
that patients who have nmetastatic cancer don't
necessarily have one etiology of their pain but
frequently have nultiple ones that are working
simul taneously, and is that a neani ngful patient
popul ation to study? O, do you do it by body

| ocation, which also is fraught with all sorts of

probl ens?

My concern is that if you set the bar too

hi gh conpanies will go for a narrow indication

whi ch may be appropriate but, on the other hand, a
narrow indication will |ead towards | ess data on
safety in different patient popul ations, which
think woul d be very hel pful in guiding use.

Wth regard to a patient globa
indication, | think that this is sonething that
probably ought to be required but | have a concern
about it being used as a primary endpoint to

determine approval. | think having six positives
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is very, very difficult. Also, |I don't know that
the patient global assessment is well defined in
the literature, and whether or not that assessnent
tool, which has becone very common, has been
validated in a meani ngful and appropriate way and
is used in a uniformand consistent manner

Lastly, nost of the function scales have
multiple different measurement tools and they have
to be well defined with regard to how you woul d
affect function. The usefulness of a tool wll
vary by patient populations. So, it is possible
that you will be offered different function
assessnent tools for different patient popul ations
and you will not be able to conbine that in a
meani ngful way. Again, with pediatrics there is
very little data on validated di sease-specific
measures of health in children with pain, and even
| ess data on children at the end of life. As a
result, children are again going to be orphaned.

An alternative is to require the use of
val i dat ed, as best one can, disease-specific
measures of health specific for the population to
be studied in each individual trial and use that
data, not necessarily solely for determ nation of

approvability, but use that to informthe |abel
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Thank you.

DR. ELASHOFF: | don't feel well enough
informed to coment on the issue of how many
separate indications one nmight nmake or what they
woul d be. However, | do feel that each one going
into that should have sufficient information. So,
| feel very strongly that you should have replicate
st udi es.

In terns of the outcone donains, probably
each indication is going to need sonewhat different
ones, but the whole issue that | am concerned about
is that all this needs to be extrenely carefully
defined before the study is started or, perhaps
even before you talk about an indication for a
specific area which things ought to be neasured.
the whol e issue of exactly how one is going to dea
with multiple co-primaries on a statistical basis,
what you are going to do about al pha | evels what
the inplications of this are for power, you wll
probably need to | ook very closely for each
indication at how correlated these things are
because that is going to have a great deal of
i nfluence on the powering of the study. |If they
are very highly correlated you are in essence only

asking for one of them |[If they have very | ow

file:/lIC|/WP51/wpfiles/0730arth.txt (150 of 244) [8/9/02 3:18:53 PM]



file:/lIC//WP5L/wpfiles/0730arth.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

correlation, then you may well need bigger sanple
Si zes.

The other thing that wasn't put into the
question, although sonme peopl e have nentioned it,
is that | think the safety requirements, the safety
informati on that you would need if you are going to
have a gl obal indication should be far greater than
for any single indication.

DR FIRESTEIN. Dr. Farrar, you are up

DR. FARRAR: | guess from ny perspecti ve,
under st andi ng that no drug is going to be perfect
and that every drug is going to fail at sonething
and that FDA approval is being used nore and nore
to limt payment for therapies by insurance
conpanies, | amin favor of a global indication to
allow ne to use nedications in patients for which
there is good clinical trial evidence that they
wor k but which may not have been subnmitted to the
FDA for formal approval, which is really very often
driven by costs and marketing considerations.

As such, | think it is reasonable to think
of a global indication. |In fact, | would favor two
trials in syndrones which are clearly neuropathic
and woul d al so request that those be in separate

entities but clearly neuropathic, and two trials in
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what are clearly somatic pain, also two separate
entities as being the bar for efficacy.

In addition, since patients really are the
defining factor in terns of whether a nedication
works or not, | think that the gl obal outcome is
exactly the right neasure provided it is done
correctly, and | think it can clearly be done
incorrectly. By correctly, what | mean is that it
is supported by several other outcones that are al
going in the same direction. To have a gl oba
outcome that is by itself | think would be
i ncorrect.

In this setting, however, the nost
i mportant issue and the thing for which the bar
needs to be set the highest is safety. |f the drug
is going to be used or potentially used in a w de
variety of patients, it needs to be shown to be
safe in those populations, in specific, the elderly
and children. It nay be hard to find enough
children to denonstrate efficacy in all of these
areas, but if |I knowthat it is going to be safe
would be willing to try it, and naybe clinica
trials that are done outside of FDA approval will
hel p to guide ny therapy.

Lastly, | would Iike to suggest that
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perhaps there needs to be a different study that is
call ed perhaps a |l abeling study. W |ook at dose
in a Phase Il trial, but maybe we need to | ook at
dose in Phase Il (c) or perhaps even in Phase IV to
hel p us answer some of these questions that have
been raised in terns of whether a 50 percent
response tinme is the appropriate dosing schedule if
it, in fact, limts our use of the medication. In
actual fact what we are talking about is linmting
the use as opposed to providing real benefit in
terns of the guidance for use. So, those would be
my suggesti ons.

DR. BORENSTEIN: M thoughts on the
subj ect have to do with trying to follow the
clinical situation with the clinical setting. |If
we are going to have a chronic pain indication on a
general basis, those situations for an individua
neur opat hi ¢ pain versus | ow back pain versus even
osteoarthritis may not be quite the same. M hope
woul d be that the FDA would all ow studies to be
done that could show potential efficacy that would
mrror the clinical situation. Now, it may nmake it
alittle bit nore difficult because the trials may
have a different look to the patients that would be

admitted and things of that sort. But it would
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have greater applicability to what the clinica
situation is.

So, whether that would be three or four
settings where it would foll ow what woul d be
happening in the clinical situation, that would
make it nmuch nore applicable. So, this idea of
either having nmultiple drugs and addi ng or
wi t hdrawi ng woul d then be allowed so that a trial
for osteoarthritis mght | ook different than one
wi th neuropathic pain versus one with | ow back
pai n, but would still be accepted and how many
woul d be needed, whether that would be two of each
i n neuropathic and somatic versus three, | think
woul d still need to be deci ded.

I think also very inportant is the idea of
safety and that the studies be done at |east |ong
enough for us to get a handl e on how t hese agents
woul d be used in these clinical situations.
think that is very inportant because it is all well
and good to have a single drug and see whether it
is safe but in the real world many patients are on
three, four or five different drugs. They are
hypertensi on drugs; diabetes drugs. And, it is the
interaction of the new agent with the other ones

whi ch nakes it, once again, clinically applicable.
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So, | think the closer we can get to the real world
and still do good science would certainly be quite
usef ul .

The last point | would make regards the
domains. | think a global assessment is clearly
very inportant, but | think as an anal gesic, we
want to be sure that patients are achieving pain
relief and that should be the prinmary outcone of
studies. But every study should | ook at patient
satisfaction and gl obal outlook. So, |I think those
two at least. Then, in the appropriate setting how
that is affecting their daily function and using
the appropriate outcone neasure to neasure that
woul d once again be inportant. But, once again, |
think it is the clinical situation, as close as we
can get to it, the greater will the inpact will be
of the information which is actually observed from
t hese studi es.

DR STRAND: Well, | would like to perhaps
give alittle bit of a previewto what | was going
to say this afternoon, after lunch. The group that
I led at the NIH breakout neeting finally decided
on five domains that they felt were essential as a
m ni mum nunber of domains to be assessed in

clinical trials of chronic pain. They were pain;
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patient global; some type of nmeasure of physica
function or health-related quality of life, a
generic nmeasure of health-related quality of life
and adverse events.

So, what we are really tal ki ng about here
I think is that these need not necessarily be
co-primaries. As has been done in other diseases,
and | amnot trying to shove this into the
rheumatoid arthritis nodel, one could ask for any
number of these five donmains assessed by different
instruments to show i mprovenment w thout the others
showi ng deterioration.

We coul d perhaps elevate patient global to
something like a health utilities measure, which is
nmore like the way the patient would weigh all risks
and benefits fromthe intervention in terms of
their pain and assess what they think of it.

Certainly, we tal ked about physica
function and bel abored the point that it doesn't
work in netastatic cancer pain. | would sinply
argue that what we need to be doing is |ooking at
the instrument. There are plenty of different
instruments that woul d assess domain of some type
of function--the ability to performactivities of

daily living, the ability to even get out of bed,
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what ever. They can be disease specific even down
to the type of cancer that there is. So, | think
there always is sone instrunment that would help in
the clinical setting that we are | ooking at the
pai n.

Clearly, we have to ask about pain. A
reason to | ook at a generic neasure of
health-related quality of life, besides econonic
assessnents which mght be inportant in
noon-mal i gnant types of pain, would also allow us
to conpare interventions across different kinds of
pain. |If we are tal king about doing, say, three
different nodels or four different nodel s of
chronic pain, somatic, muscul oskeletal, or
inflammatory as | would like to think of it, versus
neur opat hi c.

Adverse events are obviously quite
i mportant and that was, of course, the fifth
domain. In terms of the fact that these domains
woul d not be closely related, if they are conbi ned
in some type of a responder analysis that should
decrease the sample size quite significantly. It
certainly is true with rheumatoid arthritis. 1In
terns of saying that perhaps both the global and

the pai n nmeasures, whatever they mght be, have to
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be required as inproved and then the others nust
not show deterioration, or whatever, that is

anot her way to make sure that the domains that
everyone thinks are npbst inportant are specified.
But it also makes it a lot easier than requiring
that any three donmmins be co-primaries which is
very difficult.

Finally, not to do any of this that isn't
evi dence based. | have been a part of predefining
responder anal yses on the basis of consensus with
there being no data, and those are fraught with
very much of a likelihood of failure, as Jane
El ashoff has nentioned. But it could be done based
on looking at data in Phase Il with the product and
then defining a responder anal ysis based on the
data dredging fromthe Phase Il studies

DR MCLESKEY: | would like to reiterate
what | said basically yesterday, that | think we
are all in this together. Qur purpose, as
believe | nentioned yesterday, is to advance the
practice of nedicine and how m ght we best go about
doi ng that

The concern that | expressed yesterday,
will reiterate today, and that is to study a new

agent in three different nodels of disease, each
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studied in a replicate fashion; each having three
co-primary requirenments that all have to hit in
order to obtain a claimis, in fact, a high hurdle,
perhaps too high a hurdle, perhaps a hurdle that
you sinple cannot get over. | amjust concerned
that if industry feels that it is such a high
hurdle that it can't be achi eved then that nmight,
in fact, stifle innovation, which is the antithesis
of what we are all about.

So, | just restate that again. | hope
that | amreflecting adequately what industry in
general feels, but it seens to ne that the hurdle
that has been proposed as a possibility seens a bit
hi gh and potentially challenging to a degree we
can't neet.

Anot her issue, and it has been raised by
previ ous panelists around the room is that sone of
those co-prinmaries nmay actually be inappropriate in
certain nodel s of disease and, therefore, maybe
those co-primaries need to be reexam ned and
reduced a little bit in their inportance in certain
circunstances. Also as was previously nentioned,
the question of validation of some of the tools
al so potentially deserves a closer | ook

The di scussi on yesterday regarding
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multiple alternatives that has been reiterated
today rem nded nme of a an advisory neeting that was
hel d a coupl e of nonths ago, which Gary had
mentioned earlier. It was a discussion of
neuropathic pain and there were multiple
possibilities nmentioned at the tine, one of which
wWill just reiterate for this group today, those who
were not in attendance, because | haven't heard
this particular possibility alluded to yet. As a
suggestion, it was that one nethod or one nodel
di sease could be studied in replicate and then
ot her nodel s of disease studied not in replicate
but in single form sort of a conbination or nerge
of the two different proposals. At that meeting,
heard nmentioned that we mght do a replicate
anal ysi s of one nodel and then | ook at maybe two
ot her nodels of disease in a single study format to
justify a broader claim

Just as an aside, Lee, | would like to
compliment you for nentioning yesterday and then
hi ghl i ghting again today the fact that you are
proposi ng a subsequent neeting to exam ne these
ki nds of issues nore closely, nore carefully,
perhaps in a nore focused way in the presence of

the academ ¢ comunity, the presence of the
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regul atory community and perhaps a nore neani ngfu
presence fromthe industrial comrunity as well,
with representatives with a nore substanti al
presence at that occasion. That is reassuring
certainly to the industry nmenmbers in the audi ence
t oday.

As an aside also, | think sone of the
i ndustry people would also like to be reassured, if
that were possible, that the arrangenents that are
al ready under way and the commitnents that have
al ready been made will, in fact, be honored as
t hese new gui dance proposals are devel opnent and in
process, sone reassurance there would be
appreciated, | know, by some in the room

Al so, just as an aside or perhaps as a
commentary, sone of the industry people have cone
up to me during the breaks and they are reflecting
on the following, and that is the issue of idealism
versus realism There are nmany physicians and
heal thcare providers at this table in practice;
there are many in the regul atory agency; there are
many in the industrial organizations and sponsors
that are in the roomtoday and all of us know, as
has been nentioned by many of the clinicians at the

table, the variability in patients and the
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variability in their circumstances. It is that
variability that makes some of these trials so
difficult to acconplish and conplete in a fashion
that would satisfy the proposal that is before us
t oday.

That is why | am concerned that the hurdle
m ght be set too high. W just nust not | ose
perspective of the variability in patients and in
their situations and in their circunstances which
woul d nake it very difficult to hit on all of the
targets that have been proposed.

DR FIRESTEIN. Before we nove on, | would
just like to rem nd people to please keep their
comrents to about two mnutes, and let's try to
answer the specific questions that have been
raised. Dr. Max?

DR. MAX: Regarding the nmodels, | agree
with Dr. MLeskey that people are going to want to
do replicate trials in one condition anyway to get
the drug on the market. It would nake sense to ne.

I woul d rather have a broader representation of

di seases and | don't need any nore replication
So, whether the nunmber would be two and one, plus
two additional conditions or three additiona

conditions, | would recommend that the FDA do a
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careful economic analysis, and if you coul d get
more conditions wthout killing the wonderfu

engi ne of industry, | would nmake it five trials, if
not four trials, and you can figure that out.

I think in each condition you should try
to either make it relatively honobgeneous
mechani stically for clinical criteria, or at |east
allow the information to be there. For instance,
if you study cancer pain, mxed cancer pain neans
very little nmechanistically. W should be able to
| ook at bone pain separately and, simlarly in back
pain, the people with root injury are different
fromthose with central back pain. So, try to use
the clinical criteria to all ow some nmechanistic
i nferences.

Regardi ng the issue of the three proposed
co-primaries, | again disagree with that. | think
that pain should be the primary outcone. | agree
that a gl obal outconme and function are inportant
things to measure but they should be secondary
out cones and, obviously, if over the pattern of
studies globals deteriorate and function
deteriorates there is something wong with the drug
and it won't be approved. But | would rmake pain

the only primary. And, | think general chronic
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pain is a great idea as it will drive the science
f orwar d.

DR. DIONNE: Well, | have very little
experience with chronic pain so, presunably,
don't have the basis for an intelligent opinion but
that hasn't stopped ne before.

| just wanted to reiterate the concept of
some sort of a data-driven regulatory practice for
anal gesi ¢ drug devel opnent in this particul ar
question that mght take the formof a
met a- anal ysis of the existing drug classes that are
generally accepted for chronic pain, be it
tricyclics and NSAIDs, and | ook back and see if
there is enough evidence to support the application
of these criteria that are being consi dered
prospectively when we | ook at the evidence that
exi sts for drugs that have been studied for 50 to
100 years. Then, on the basis of that we ni ght
determine that the standard is too high, too | ow,
if it doesn't actually apply to drugs that have
al ready been approved, and then nake the subjective
eval uations that have to be nade about the
prospective criteria at |least on the basis of the
data for the drugs that are already out there.

DR. WOOLF: | nust admt, | am concerned
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about this notion of there being a global chronic
pai n anal gesic in the absence of evidence that such
a drug exists. | think that is the key issue.
This needs to be evidence based. | amworried that
we don't know which trials, whether they be three
or five, in which conditions are going to be
predictive of whether any drug is going to be
effective across a wi de range of different chronic
pai ns.

So, the issue to ne is how happy are we
going to be living with an anal gesic that has a
gl obal pain indication and, yet, is not effective
in subcategories or different diseases? If we
don't have a basis yet for predicting which of the
suitable trials, whether it be | ow back pain or
fi bronyal gia or age-rel ated neuropathy, it is pure
guess work as to which of these we can sel ect and
how many to try to cone to an assessnent of whether
any individual treatnment is going to be effective
across a w de range of conditions.

The ot her issue that hasn't been discussed
yet is in these trials are we |ooking for
pl acebo-controlled trials or active conparators?
If so, since they are going to be so different what

woul d the active conparator be if you are going to
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conpare fibronyal gia versus neuropathic pain in the
conduct of these trials?

M5. MCBRAIR: | too am concerned about a
gl obal assessnment. |t seens early on and what |
would really like to see us do is a really good job
with each one of the indications or diseases or
heal th probl ens and be able to give the very best
gui dance to the practitioners that are using these
medi cations and to the patients. | think we need
to focus on that first before we go towards a

gl obal assessnent.

As far as the domains, | think they are
all inportant based on the individual health
problem | do think patients need to be able to

function if they are supposed to, and that is the
goal of the nmedication in part. Certainly in
rheumatoid arthritis, if we are just covering the
pain we may not be addressing the inflammtory
process and that needs to be paid attention to as
we are | ooking at these individual situations. But
I think the donmmins are very inportant to the
people that we are trying to serve.

DR. WOOD: It is getting late. | agree
with nmuch of what has been said before,

particularly by Dr. Abranson. | also agree with

file:/lIC|/WP51/wpfiles/0730arth.txt (166 of 244) [8/9/02 3:18:53 PM]

166



file:/lIC//WP5L/wpfiles/0730arth.txt

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

167
what Dr. MLeskey said, that there are worries
about having multiple primary endpoints and mergi ng
these into a conposite endpoint rather than just
havi ng your primary endpoi nt being the reduction in
pain which is, after all, the indication we are
| ooking for.

On the other hand, a global indication
seenms to ne to go beyond the science. |f you think
of other areas, we don't give global indications to
i nprovenent in cardiovascul ar health. W say
chol esterol agents do one thing; beta blockers to
sonet hing el se; ACE inhibitors do something el se
Al'l of these drugs, in fact, produce nortality but
we have a recognition about the specific
indications for their use to reduce that nortality
and that seens appropriate here; it is just that
the science isn't as far advanced.

The one thing that has not been discussed
that | would want to put on the table is that it
seenms to ne there is an underlying assunption being
made up till now that all our studies are going to
come out positive in a global indication. Wat are
we going to do with studies that come out
negatively? Never mnd how nmany positive studies

you need, how nmany negative studies do you need?
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Does one negative study i mediately knock you out
of the park? | mean is that it? That you can no
| onger get a gl obal indication?

I woul d be particularly concerned that
that is going to give rise to ganing of the system
You know, | think we can reliably expect that we
wi Il hear about all the positive studies. The
negative studies may not be presented in this room
So, | think the idea that somehow all the studies
will come out positive and really all we are
argui ng about, as Bernard Shaw said, is the number
is unrealistic. Sonme are going to cone out
negative. And, | think there is a big danger for
industry in going for a global indication because,
clearly, if you go for a global indication and one
of your studies conmes out negative you are dead in
terns of a global indication. There is a
possibility that one of your conpetitors nay cone
out with a study that is negative and that is then
used to undercut your global indication

So, | think there is arisk in that and
think we should be cautious about extending to
i ndi cations for which we don't have obvious data to
support them

DR CALLAHAN:  Well, | think Dr. Wods
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made a very good point about if there is a negative
i ndi cation. So, based on that, | would like to say
I would Iike to see two replications of whatever

i ndi cations, and the nunbers | think would depend
on sort of the feasibility within the conpany in
terns of how many indications they could | ook at.
Clearly, you need to look at different types of
mechani sms within that.

In terns of the domains, | think pain
shoul d be a primary outcone, not have the
co-primary, but | would like to see sone sort of
di sease specific function included, as well as
patient global. Then, | very nmuch like the idea of
a general health-related quality of life so that
they can be conpared across conditions.

DR. CUSH. There is a benefit to going
|l ate; you get to listen to everybody el se's ideas
and be swayed by them | will back off. | was
very much in favor of this when it was first
presented and | would say | am against it.

[ Laught er]

DR. FIRESTEIN. | amgoing to have to go
around the table again now, so be careful

{Laught er]

DR. CUSH | think that there is an issue
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regardi ng under-treatnment of pain, but | think that
doesn't rest with the | ack of available options or
drugs that could be | abeled as globally effective
therapies. | think that rests nore with poor
educati on and poor understandi ng of pain and pain
control. | think if you look at drugs that we
m ght call sort of global drugs, w dely used drugs,
br oad- spectrum anti biotics, while they may have
been hel pful there has al so been a certain degree
of misuse, and the problens that that nay have
arisen fromthat | don't think were antici pated.
When we | ook at our arthritis drugs, we
have drugs |ike nethotrexate and di sease-nodifying
drugs. They tend to be used globally, sometines
out si de of indications because we don't have
options. Sonetinmes that is done because we
under stand the nechani sm of di sease. Sonetines it
is done quite blindly and quite stupidly, and with
no apparent effect and naybe with great expense or
maybe toxicity. | think that there are drugs that
are out there that are being used in this manner
currently, drugs such as the COX-2's and narcotics,
are basic globally used pain nmedicines. Currently
they are used in a way that basically forces the

physician to be intelligent and understand the
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mechani sms of di sease and what is going on with the
patient, and al so act as an advocate on behal f of
the patient to go for those indications and wite
letters to explain why this is indicated.

So, you know, would a gl obal indication
actually hel p a payer, an approver of drugs that
they may not be indicated for? So, would they
actual |y approve the use of a new, novel pain
medi ci ne for phantom|inb pain, acute gout or
vi sceral pain associated with losing to the
Yankees? | don't know.

[ Laught er]

| still think it forces ne to have to
still wite those letters to get these drugs
approved, and for this reason | would say that we
shoul d not have this indication

I will close by just saying | think we
have an issue of nonenclature here that was raised
yesterday by Dr. Ashburn. The whol e use of words
"acute" and "chronic" are a little bit
di sconcerting and | think we should try to nmaybe
redefine the terms we use and nmaybe go for things
such as short-termtherapy or |ong-termtherapy.
In this instance, general global pain indication is

a bit too obtuse clinically and unrestrictive to be
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useful. Thank you

DR SHERRER: | amlast but | didn't
change ny nmind. So, sone of us can stay steady.
Wiile it is true that we do, in fact, use
medi cations that are on the market with restrictive
i ndi cations broadly, nevertheless, as a clinician,
I think it would be very useful to nme in
prescribing to know that a drug has utility across
different types of pain. |If the studies were
useful and really are showing nme that, for
instance, if you do osteoarthritis and | ow back as
two of your nodels | amnot so sure that you are
| ooking at different pain. On the other hand, if
you | ook at cancer bone pain and you | ook at
di abetic neuropathy and you | ook at QOA, you
probably are | ooking at different pains and it
woul d be very useful for me to know that that has
been denonstrat ed.

In terms of |ooking at the domains, | am
one of those who believes that we need to | ook at
the total inpact of the drug as an outcone. So,
woul d favor | ooking at least at three, if not four
of them | think pain is useful but the tota
impact of a drug is even nore useful to ny

patients. In fact, that is why sone won't take
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certain pain nedications, because of the side
ef fects, because of their effect on quality of
life. So, | would use several of those, and nost
important to me would be pain, would be patient
gl obal and some appropriate assessnment for the
particul ar disease of function or quality of life.
One thing | haven't heard that | would
like to bring up, and maybe it would be a
secondary, is steroid sparing because | think that
in certain chronic pain disorders where steroids
are an inportant part--1 said steroid sparing,
opi oi d sparing--many patients are very concerned
about opioids and so are we, and if a drug spares

opi oids, that would be very inmportant to ne.

DR FIRESTEIN. W are done. W have gone

all the way around the table. So, we wll break
for lunch and we will reconvene at 12:55, which

means we will start at 1:00.

[ Wher eupon, at 12:05 p.m, the proceedi ngs

were recessed for lunch, to reconvene at 1:00 p. m]
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AFTERNOON PROCEEDI NGS

DR. FIRESTEIN: | am happy to introduce
Dr. Vibeke Strand, who is going to tal k about
responder index, a nodel.

Responder | ndex, a Model

DR STRAND: Thank you, Gary. W have
been nore or less talking around this topic for the
| ast day and a hal f, and perhaps we shoul d have
started sooner with this discussion

[Slide]

VWhat | would like to do is basically
present to you a discussion that was started at the
|l ast NI H FDA neeting on pain. Just to point out
somet hing that we have tal ked about before,
responder anal yses have face and content validity.
They do allow the assessnment of nultiple domains.
They probably could better help us categorize
anal gesi cs.

They should also help facilitate
compari son of efficacy across products and di sease
popul ations and indications. | think in anal gesia,
as in rheumatol ogy, nost of our patient popul ations
are quite heterogeneous and this would help
consi der abl y.

This might or might not lead to a tiered
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approach in | abel indications as has been done in
rheumatoid arthritis but really has not yet been
done otherwi se. The precedent, as we have tal ked
about previously, is the ACR responder criteria in
rheumatoid arthritis.

[ Slide]

JimWtter pointed this out to you this
morning. it is a nmodel for other responder
anal yses. One could say that the two criteria
here, which are tender and swollen joint count,
could be required in a responder analysis in pain,
for instance, whatever assessnent of pain could be
required and perhaps al so the patient globa
assessnent could be required. The others could be
i ncl uded.

One of the things we do knowis that it is
probably too stringent to require all conponents of
a responder analysis to be inproved. It is
possi ble to choose the najority of themto be
improved. It is also possible to indicate that the
remai ni ng ones should not be deteriorated.

If we want to talk about a definition of
no deterioration, however, we have to allow that
statistical definition to account for test/retest

variability, which we have alluded to before in our
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di scussi ons around changes in visual anal og scal es.

[Slide]

The strength of the rheumatoid arthritis
gui dance docunment is that it has had a proven track
record and since its inception we now have six
products approved for the treatnment of rheunmatoid
arthritis, some of themjust for the signs and
synmptons, as in the COX-2 products, but nany of
them now for inprovenent in signs and synptons in
either 6 or 12 nmonths and then inhibition of
radi ogr aphi ¢ progression at 12 nonths, and
subsequently inprovenment in physical function
without deterioration in health-related quality of
life over 2 to 5 years. In this case it has been
over 24 nonths.

These outcomes have all been achieved in
singl e protocol s using prespecified outcome
criteria, whereby the first outcome criterion nust
be satisfied statistically significantly, p less
than 0.05. Then one may | ook at the subsequent, in
sequence, criteria, provided each one renains
statistically significant wi thout taking a p val ue
correction. That is a very valuable way to | ook at
multiple different aspects of a disease and how it

af fects the di sease popul ati on.
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[Slide]

When we had this breakout session at the
wor kshop, in May, the definition for the
wor kshop--and | am not saying that is a definition
we have been working on today, but the definition
for chronic pain was random zed, controlled trials
of at least three nonths duration in pain of at
| east three nonths duration, regardl ess of the
underlying cause. That was sinply taken as a
definition so we could have the discussion we were
goi ng to have

We agreed in that discussion that we woul d
not specify specifically different di seases. W
agreed that maybe there m ght be sone differences
specifically for chronic cancer pain, but for the
pur poses of the discussion we would not
di stingui sh.

[Slide]

We were considering rmuscul oskel eta
i ndi cations such as rheurmatoid arthritis,
osteoarthritis and | ow back pain, as we have tal ked
about in the last tw days, also fibronyalgia,
neur opat hi ¢ pain, the exanpl es being diabetic
neur opat hy, post herpetic neuralgia, trigenna

neuropathy. For cancer pain, we agreed that it
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woul dn't necessarily be for a three-nmonth duration
interms of trial and that we woul d be thinking
about rapidly progressive disease and adj ust
intervention as the di sease progresses which is, of
course, a very inportant thing around cancer pain.

[ Slide]

We agreed to select the donmi ns regardl ess
of the clinical indication; that we woul d consi der
the avail abl e instrunents and whether or not they
were validated and whether or not they had been
validated in pain trials; just that they had been
used in previous random zed, controlled trials but
not necessarily in pain; and whether they were
di sease specific or generic was sufficient.

The point really was that the outcone
measures in rheumatology clinical trials, the
OMVERACT i nternational consensus process has
actual |y hel ped to define the ACR responder
criteria, and is helping to define responder
criteria in osteoarthritis, but the first decision
is around the dommins to be used, not the specific
instrunments, and that there is sone flexibility
around which instrunents night be utilized to
sati sfy each of the donuains

[Slide]
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We did believe, however, that the strength
of choices in terns of domai ns was based on
mul tiple avail able instrunents and our own prior
clinical experience. So, the choices, as they were
throwm out and witten up, were pain and we tal ked
a lot about the multiple different neasures of pain
that probably should be inportant to be included in
a given trial under a single domain, including the
patient global assessnment; including the assessnent
of rescue nedications; and tine to treatnent
failure--all of these which we tal ked about this
nor ni ng.

Suffering was suggested as a dommin, as
was pain relief, a disease specific nmeasure of
i mprovenent and/or physical function and/or
health-related quality of |ife was proposed. So
was health-related quality of life, and we have
been throwi ng around the termquality of life. |
think it is inportant that we specifically nmention
that it should be health-related quality of life in
all the way health affects you. Because,
certainly, political circunstances, econonic
circunstances and the presence or absence of food
and noney are not part of health-related quality of

life but certainly are part of quality of life.
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Patient gl obal assessnent, adverse events and
specifically how they are perceived by the patient
which is sonething we are not very good at in
clinical trials; we usually trust the physician to
report those adverse events and often not with very
much i nput fromthe patient, other than that the
conpl ai nt has been offered. Danmage, whether it is
due to the disease or its treatment, and
specifically indicating that it is irreversible,
and econormi cs.

[ Slide]

After a relatively brief series of
di scussions, we canme up with the final vote the
first tinme when everyone was allowed to vote on
basically three paraneters: Unani nous deci sion for
pai n; an al nost unani nous deci sion for a disease
specific or a disease relevant measure. W have
been tal king a | ot about physical function but, as
| said to you before, | think it can be basically
perceived as a di sease rel evant or specific neasure
of either function or health-rel ated question
Health-related quality of |life as a generic neasure
was an al most unani nous deci sion. Patient gl oba
and adverse events fol |l owed.

So, this was felt to recomnmend a m ni num
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core set of required dommins, and that other ones
could certainly be added but if we were to speak
about trying to do a responder analysis, these
shoul d be the conponents to be considered at a
m ni mum

[Slide]

W have tal ked a | ot about defining
i nprovenent in pain, but |I think the point we are
all trying to get at is defining inprovenent
mul tidi nensionally. W know that patients
experience pain and they report pain, but they
report it specifically as they feel on the day they
are reporting it. So, if they are forward filling
their diaries, it is based on how they are feeling
that day. |If they are back filling, it is also
based on how they are feeling that day.

One of the inportant things too is that
their expectations of what they can do and what
they shoul d be able to day change according to how
their painis. So, if they have already had
significant pain relief their expectations have
changed and becone even greater than they were when
they, for instance, first entered the study and
were suffering considerabl e pain.

What we are trying to do, obviously, is
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separate the experience of pain fromfunctiona
i mpai rment and disability which may or may not
occur because of the pain or follow the pain. W
want to separate physical inpairnent from
disability. It is inmportant, | think, to use
i ndi vi dual responder anal yses because it allows us
to define responder, non-responder. W don't have
to impute data. All cause dropouts before the
endpoi nt are then consi dered non-responders.
Therefore, froma statistical analysis it can be a
more robust analysis. | think it is inportant that
we use both disease specific or disease rel evant
measures as well as generic neasures.

[ Slide]

Sonething to quickly point out is that
disability is really in the eyes of the behol der
It is, of course, age and gender appropriate. It
is inportant and pertinent to the work, the famly
and the social setting. But, in fact, sonmeone who
has had cerebral palsy since birth and is
wheel chai r-bound nmay not perceive thensel ves as
bei ng di sabl ed even though we would certainly
consider themto be far nore than just physically
i mpaired.

The other part of it is that inpairmnent
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may be due to pain or it may be due to structura
alterations, and functional linitations are
certainly something that we can neasure. There are
argunents about disease specific or disease

rel evant nmeasures of physical function and how
accurate they are in that those of us who are
rheumat ol ogi sts often note that our fibronyal gia
patients are far nore severely inpaired than our
rheumatoid arthritis patients. But, by and |arge,
if we can choose the right types of instrunments we
can usually find sone type of a valid report that
is consistent with the other self-reports that the
patient may offer.

[ Slide]

One of the other things about a gl oba
assessnent is that it is probably rmuch nore
important to ask the patient in all the ways that
your pain is affecting you, including its
treatnent--how are you doi ng today? Wen we talk
about visual anal og scales for patient globa
assessnents, we always tal k about how are you doi ng
today, this nonment? The other part of it here is
to nake it a gl obal assessnent and to include sort
of the risk as well as the benefit as an inportant

thing in terms of the patient assessment of the
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pai n treatnent.

Now, a transition question can probably be
equal ly sensitive, in other words, how are you
conpared to when you first started taking this
medi cati on? That may well get to the same point.

The other point that is quite useful is
that health utilities which are used for econonic
measures are single reports sonetimes, questions or
several questions around how patients are doing in
terns of what their perception of perfect health
would be. A health utilities index or the EQD can
be given. It is a sinple questionnaire that the
patients can fill out. O, one can ask the patient
to report, by a feeling thernonmeter, how they are
doing in terns of perfect health and death. That
| ooks very nuch like a visual analog scale
vertically.

[ Slide]

W have tal ked a | ot about minimum
clinically inportant differences. W consider them
to represent changes which are perceptible to
patients and are considered clinically inportant
and neani ngful. Wen they were first started in
the OVERACT process we used patient query as well

as a del phi technique. Then they were denopnstrated
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to be consistent with patient global assessnments of
i mprovenent or patient gl obal assessnents of how
they were doing.

In fact, when we deternined the proportion
of patients with clinically meaningful inprovenent
or clinically inportant inprovenent, this gives us
a much nore interpretable result than, in fact,
trying to say, okay, this many patients had 50
percent inprovenent in pain or this nany patients
had 30 percent inprovenent in pain.

[ Slide]

If we think about this, we have now
noti ced that changes in disease specific or
rel evant neasures of function and health-rel ated
quality of life that have been statistically
related to nmuch or very nuch inprovenent in patient
gl obal assessnents, either by visual anal og scale
or Likert have given us very consistent val ues
across OA, RA and fibromyalgia, and | will show you
that briefly.

[ Slide]

Briefly, measures of chronic pain include
a lot of different things. There is the brief pain
inventory, the MG || pain questionnaire, all of

these others. Perhaps one of the nore inportant
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new ones is the treatnment outcones and pain survey
whi ch was devel oped as an add-on to the SF-36 and
has been shown to be very useful in cancer pain, as
wel | as some other non-nalignant settings of pain,
chronic pain with multidi nensional therapy.

[Slide]

The faces rating scale we have tal ked
about before. W tal ked about using a visua
anal og scale that is not anchored. This one
actually conbines a Likert scale of nore or less 7
with a visual analog scale of 10 and is sort of the
exanpl e of what not to do at the sane tine to get
sensitivity and specificity, which is why |I chose
to show this slide because I, myself, would be very
confused about which face to combine with which
number .

[Slide]

Tal ki ng about MCI D, one of the nice papers
published by Dr. Farrar, sitting at the table, is
| ooking at the pain intensity numerical rating
scal e and conparing that to very much inproved in
patient gl obal assessnent.

These are 10 pl acebo, random zed contro
trials of Pregabalin, which is not yet approved,

but this has been published in Pain 2000 for
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di abeti c neuropathy, |ow back pain, fibromyalgia
and OA. So trials across different indications of
chronic pain have shown that the rel ationship of
much and very much inproved in PA C and pain
intensity by nunerical rating scale is very
consistent with reduction of 30 percent or two
points in the pain intensity scale.

This is really interesting given the w de
variety of disease states here, and this is
regardl ess of the baseline pain scores in these
patients. So, a robust MCID definition

[Slide]

If we | ook at other neasures of physica
function and health-related quality of life in
chronic pain, | just want to renmi nd you again that
the top survey here is nmeant to | ook at changes in
health-related quality of life in individuals over
time, which is different fromthe generic neasure
of health-related quality of life, the SF-36, which
I will come back to in a minute, and one ot her
measure that is an HRQOL neasure in pain is the M
whi ch specifically | ooks at psychosocial role
functioning but omts work-related activity.
Finally, cancer-related health-related quality of

life has been | ooked at a |ot on the BPlI, the brief
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pai n inventory, but that has not been validated in
non- mal i gnant pai n.

[Slide]

Generic health-related quality of life
measures go back as far as the sickness inpact
profile which is, in fact, considered not to be a
very popul ar instrunment because it inplies to the
patient that they are sick.

The Nottinghamhealth profile is also an
ol der neasure of HRQOL and not particularly
popul ar. A very popular one is the SF-36 which is
expanded over the SF-12. It is designed to neasure
health-related quality of life in |arge groups and
across different disease states. It has probl ens
if it is being used as a single neasure of HRQOL in
pain states or in arthritis states because there is
a limted assessnment of upper extremity function,
as well as upper extremty pain and facial pain,
and does not differentiate well between | ow back
pai n and upper body pain.

The WHOQCL is a new instrunent, but with
100 questions it has fallen out of favor. There
are sone shorter version. The EQD is w dely used
i n Europe.

[Slide]
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Di sease specific measures of physica
function and/or health-related quality of life
include all of these. W have called them di sease
specific. People like JimFreis, who devel oped the
heal th assessnent questionnaire, prefers not to
call it disease specific because he believes it can
be used across nany di sease states as well as
aging, which is not a state of di sease, as he wants
to remnd me. So, | have chosen to also call these
di sease rel evant neasures

Clearly, the WOMAC is sonething that is a
very good one for osteoarthritis of a knee or a
hip. There are others, as well as some for the
hand whi ch are bei ng devel oped. W tal ked about
Rol and-Morris and Gswestry. There are sone for
geriatrics and, of course, a variety of ones for
cancer.

[ Slide]

What | would like to do very quickly is
just show you some exanpl es of how these neasures
interrelate in rheumatoid arthritis, osteoarthritis
and fi bronyal gi a.

[ Slide]

So, if we look at rheumatoid arthritis, we

tal k about the health assessnment questionnaire
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whi ch has now becone wi dely used in randoni zed
controlled trials in rheumatoid arthritis. It is a
measure of physical function with 20 questions. It
al so accounts for when patients use aids or devices
to performthese activities.

[ Slide]

The SF-36, as | nmentioned to you, is
validated and wi dely used. It has been validated
across nmultiple cultures, nmany di sease states.
There exi st gender and age specific norns for
mul tiple popul ations, both in the U S., Canada and
northern Europe and other countries. Then, it has
ei ght domai ns as well as a physical conponent score
and a nental component score. It has been shown in
RCTs to show change in as short a tinme as four
weeks, probably sooner than that.

[ Slide]

The physical dommins are physical function
rol e, physical body pain, general health. They are
combi ned positively into the physical conponent
score which then negatively al so weights the nenta
domai ns of vitality, social function, enotional and
mental health. So, positive changes here are
wei ghted positively here against the positive

changes in these domai ns, which are negatively
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wei ghted for the nmental conponent score. The
ment al and physical conponent scores are based on
normative data only to a total of 50. Therefore,
they can show | ess change. And, if you are | ooking
at a disease like rheumatoid arthritis where the
predom nant change is in the physical conponent
domai ns, then one is not going to be seeing much

i mprovenent in nental domai ns because they are

wei ghed agai nst by the inprovenents in these.

[Slide]

VWhat we have | earned fromthe various
trials is MCID for the HAQ disability index is a
score 0.22 inprovenent. For the SF-36 it is about
5 to 10 points in domains. For the physical and
ment al conponent scores, 2.5 to 5 points.

[Slide]

So, if I look very quickly across sone
clinical trials in rheumatoid arthritis you can
see, with the leflunonide Phase IIl trials across
all three studies, with methotrexate and
sul fasal azi ne the nean i nprovenent over two years
exceeds MCID alnmost to twice in all treatnent
groups.

[ Slide]

If we | ook at the ATTRACT study, and this
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is HAQ disability index over two years, again we
see that in the placebo group it does not quite
reach MCID and is about twice that in all of the
active treatnment groups

[Slide]

Simlar types of inprovenents in the ERA
trials with Etanercept versus nethotrexate.

[Slide]

If we go back to look at the U S. study
with | eflunom de and nethotrexate, which was the
first to show that the SF-36 was sensitive to
change in rheumatoid arthritis, you can see that
based agai nst age and gender matched U.S. norns the
pati ent popul ati on had significant decrements in
all domains of healthcare quality of life, but
particul arly physical function, role physical,
bodily pain and vitality. As we know, patients
perceive their health-related quality of life
differently, and one can see the changes here in
the active groups actually are within MCD for
al nost every dommin, with sone deterioration in
pl acebo.

[Slide]

If one then goes forward, we see that

these are the baselines for the treatnent groups
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and these are the age and gender natched norns,
then treatment with | eflunoni de and net hotrexate,
in fact, just about bring health-related quality of
life up to a normative popul ation level. That is
probably a very meani ngful change and it certainly
does equal MCID in many of these eight donmins.

[Slide]

There is simlar inprovenent infliximb in
the ATTRACT trial. These are the two of the
physi cal domains. |If we |look at the PCS and the
MCS we see that there is very significant decrenent
in the physical conponent score at baseline, al nost
two standard deviations fromthe U S. norm and
treatment over one and two years brings it to
wi thin one standard deviation of the U S. norm As
we m ght expect, the MCS was not that different
fromexpected, and it could not show a great dea
of inprovenent based on the | arge anpunt of
i mprovenent in the physical domains. Nonetheless,
i mprovenent is shown.

[Slide]

This is the median inprovenent in PCS
score with the ATTRACT trial showi ng the sane type
of a picture, with placebo showi ng not nuch

i mprovenent.
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[Slide]

This is the early RA trial, again show ng
baseline for the PCS, about two standard deviations
below the U.S. norm and inprovenent to
approxi mately one standard deviation fromthe U S
normw th treatnent.

[Slide]

So, | think you can see fromthis that
basically inprovenents in HAQ disability index, in
ot her words the di sease rel evant nmeasure of
physi cal function and the generic neasure of
health-related quality of |ife appear to be very
clinically meaningful, and that there are
consi stent values for M D across these
instruments. W are showing that inprovenent in a
di sease rel evant neasure is highly correlated with
a generic instrument, and the generic instrument is
useful because we can conpare it across different
di sease states for an econonic basis, but also to
try and understand i nprovenent, for instance as we
m ght when we are | ooking at chronic pain
i ndi cations.

[ Slide]

Quickly, lets look at osteoarthritis. The

WOVAC i s the disease specific nmeasure in QA of the
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knee and hip. It reflects physical activities that
are nost affected by the osteoarthritis. It is
conposed of pain, five questions on joint
stiffness; two questions on physical function which
dom nates the instrument of 17 questions out of a
total of 24, and is scored either by a zero to 4
Li kert or a zero to 10 VAS scale for each question.

[Slide]

So, what we have found out |ooking at the
COX-2 trials with both celecoxib and roficoxib is
that basically, using a Likert scale for the
conposite total WOVAC score, MCID was about 10
points and was different according to the domains
because they had nore or |ess questions. |f one
uses the VAS scale for all of the questions, then
we see very consistent MCID for each of the domains
of about approximately 10.

[Slide]

This is what this looks like in the
composite scores of WOMAC in clinical trials of
cel ecoxi b versus placebo and the active conparator,
naproxen. Here is M D.

[Slide]

If we look at it for rofecoxib using the

primary outconme question in the physical function
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subscal e we see again that inprovenent is evident
and exceeds MCI D consi derably.

[Slide]

If we | ook at the inprovenent in the SF-36
with rofecoxib and we conpare it to age differences
inthe U S population, we can see that there is
consi derabl e i nprovenent in the nmental donains as
wel |l as the physical domains, but the |argest
i nprovenent is in role physical

[Slide]

Simlarly, if we look at the changes with
celecoxib in the SF-36 in the trials that | showed
you previously, you can again see that MCID is
reached in many of the donmains, particularly the
physi cal ones.

[Slide]

This actually transl ates agai n towards
i nprovenent that approaches the U.S. norm This is
the U S. normative popul ation and these are the
final scores with the different doses of celecoxib
and naproxen and pl acebo.

[Slide]

So, again, we see clinically meaningfu
i mprovenents. W see that the MCIDs are consi stent

across agents and patient populations in this
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di sease, and that inprovenent in the WOVAC
correlates with the generic HRQOL SF-36 neasure.

[Slide]

I don't have outcones for fibronyalgia,
but I do have interesting consistent relationship
at basel i ne between pain, sleep disturbance and
fatigue. These are all patient reported and they
are highly correlated either by a pain diary or a
sleep quality diary or nultidi nensional assessnent
of fatigue, a well-known fatigue instrunment. And,
this is whether it is done by a nunerical rating
scale that is ostensibly recorded daily in the
diary or a visual analog scale that is done at the
office visit weekly. It has been shown that the
hi gh baseline scores indicate inpaired sleep
Significant fatigue, we know that our fibronyal gia
patients think of themselves as being very
physically inpaired, and these correlate with | ow
scores in SF-36, particularly role physical, bodily
pain and vitality donmai ns; poor sleep quality by
the MOSA sl eep, high fatigue and al so nore anxiety
than real ly depression.

[Slide]

In terms of cancer, there are a | ot of

different instrunents that would be useful in
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trials of cancer pain, and they can be the FACT-G
or FACT that is a P for prostate or any one of the
cancers that you want to look at. The same for
LASAs which can al so be done for synptons of
chenot herapy as well as for synptoms for cancer or
pain. The same kind of thing for the FLIC
Basically, there are all these different
instruments that can be used and, again as
mentioned to you before, the TOPS has been

devel oped and validated in cancer pain, anong

ot hers.

[Slide]

Since the TOPS was defined as an extension
of the SF-36 it has been a very useful instrunent
and it really does show change in individua
patients over tine.

[Slide]

So, the appropriate domains, based on what
we di scussed at that particul ar breakout session
and as a recomendation to this group, would be
that pain would be included as a domain. There are
many instrunents. W have tal ked about | ooking at
different ways of assessing pain. Perhaps we can
get away from sonme of our old visual anal og scales

and Face scal es.
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A di sease specific or disease rel evant
measure of health-related quality of life and the
ways that the disease affects you in your day to
day activities could be used, or one could use the
TOPS which is nuch nore generic. Wen it is
rel evant to whatever the disease is, other neasures
coul d be | ooked at. They do not necessarily have
to be included in the responder analysis.

I think you can see that the
health-related quality of life neasure SF-36 as a
generic measure has turned out to be very usefu
and sensitive to change across a | arge nunber of
types of diseases; and sonme way of asking the
patient how they are doing in terns of risk/benefit
internms of the treatnment as well as the pain; and
finally adverse events, which we haven't talked
about, m ght be subsumed under this gl oba
assessnent if it does include the treatnment as well
as the pain.

[ Slide]

Certainly for acute pain we probably don't
need a neasure of health-related quality of life,
as we have discussed, and certainly we can talk
about all of these. W do want to renenber tine to

treatnent failure and rescue nedications as being
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part of sonething that needs to be assessed in the
pai n domai n.

[Slide]

When we go to subacute pain or pain of two
to five days, or whatever the definition is that is
| ess than chronic pain but nore than one day of
pain, it would appear that these different domains
woul d be equally relevant. W can show changes in
SF-36 over a very short period of tine. Again, it
m ght be useful to use the TOPS or to use a di sease
rel evant measure.

[Slide]

In fact, again Dr. Farrar has published a
very nice paper on cancer-rel ated breakthrough
pain, acute pain. This was in a study of ora
transnmucosal fentanyl citrate, which ultinmtely was
not approved. But these were 130 patients who were
naive to the study drug, many epi sodes of pain, and
the differences in pain scores between the episodes
which did and did not yield adequate pain relief.
Again we see MCIDs for pain intensity difference
and nmaxi mumtotal pain relief of about 33 percent.
Agai n, the sane kinds of changes in terns of
absolute pain relief and sumof pain intensity

di fferences of 205 points in a Likert scale, which
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