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are then consistent with what we were looking at in
the ot her measures of chronic pain.

[ Slide]

So, in ny conclusions, a responder
anal ysis for pain random zed controlled trials
woul d make sense. | would never suggest that we do
it in the absence of data. | would never suggest
that we prospectively put it together and then set
out to validate it but that, instead, it be
devel oped over tine using perhaps a particul ar
product and validating it from Phase Il data into
Phase |11 final random zed, controlled trials. O,
perhaps we would be able to work on it as a
concerted effort with a bit of help from
met a- anal yses. Unfortunately, nobst of these
domai ns have not actually been assessed even in
recent clinical trials of pain relievers and that
will limt alot of what we can do post hoc.
think this represents ninimum number of required
domai ns. W certainly want to use validated
instruments. As | have nentioned before, severa
di fferent conponents have to be included.

As with other responder analyses, it could
be required that the mpgjority of them showed

i nprovenent but not that all would be required to
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show i nprovenent in the domains we are talking
about here. As Dr. Sinon had proposed, three of
those five would be inproved. It could be added
that there should not be deterioration in the other
two, or that could be omtted. The degree of

i mprovenent proposed could be based on M D val ues
at |l east for those instrunents that we have

When we know that these different domains
are not closely correlated in responses, then we
know t hat we have both a very robust clinica
response when we get a responder analysis that is
positive, and that we have additive statistica
power which allows our sanple sizes to decrease
consi derably. That certainly has been true in
rheumatoid arthritis and, hopefully, it will be
true in some of these chronic pain studies.

[ Slide]

At any rate, | would just say that there
is arating scale in the "San Francisco Chronicle"
for movies, and so on, which has to do with the
little nman and whether he is falling out of his
chair or whether he is asleep. |If he likes the
movie he is junmping up and down, and if he hates
the novie he is asleep. Perhaps sonme day, after we

make all these evi dence-based deci sions, we can
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develop a universal quality of life scale. Thank
you very nuch.

DR FIRESTEIN. Thank you very nuch,

Vi beke. Does anybody have any specific questions
about the instruments? Steve?

DR. ABRAMSON: Vi beke, a question that |
guess that you have dealt with and the FDA has
begun to think about, but have you | unped together
di seases |ike RA and QA and these other pain
syndrones, particularly in RA where we have
mechani sm based therapies? So, if you treat with
steroids or anti-TNF bl ockers you get a very nice
response on pain. Cbviously, we are going to need
to sort out when we | ook at diseases |ike RA what
it is that we are nmeasuring

| guess the related question to be
grappled with is that we will have pain indications
for OA that are separate fromindications for the
treatment of OA. | think those are two separate
questions, but | guess | ammnostly curious about
how rheunatoid arthritis would be included in these
ki nds of studies.

DR. STRAND: Well, for brevity |I did not
include the COX-2 data in rheunatoid arthritis but,

in fact, you can show very nice inprovenments by
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1 ACR- 20 responder anal yses and al so by SF-36 and HAQ

2 even with a nedication that we would consider to be
3 largely a pain reliever

4 Now, the magnitude of those inprovenents
5 is not as great as we see with our DMARDs or our

6 bi ol ogics but, in fact, nost of the tine patients
7 are on background therapy with those agents. So,

8 there is still some incremental inprovenment when

9 those patients have been taken of f whatever

10 anti-inflammatory they were taking and they flared,
11 and then they would go into these trials.

12 I think the other part of that is that

13  when you see sone of the inprovenent with the

14 COX-2s in terms of norning stiffness, which we

15 consider to be not a good conponent of responder

16 analysis because it wasn't sensitive to change, and
17 you see that the morning stiffness can be

18 conpl etely abrogated in sonme of these clinical

19 trials you realize that we are again still |ooking
20 at multiple dinensions of a multidinensiona

21 disease, and that the treatnent of the

22 i nflammation, either by an ostensibly mld agent or
23 even a much nore significant agent, really imnpacts
24 many of these donmmins. So, there is a |lot of

25 physi cal function and there is a |lot of
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health-related quality of life that is clearly
i npacted by pain. Does that get at the question
you were asking?

DR. ABRAMSON: Yes, | think that is part
of it. | guess the other is if a drug has an
indication for OA, is it possible then to nmine the
data on the pain aspects of the studies that allow
approval for QA and have a separate pain
indication? W need to cross over what we are
| ooking at in some of these clinical trials.

DR. STRAND: Well, | would certainly think
that we could try that. | nmean, | think that it
has to do with the risk/benefit profile of the
product as to whether you woul d even argue that a
DVMARD might be a pain reliever or might be usable
just in RA but, say, OA. | think we coul d consider
this the sane type of thing and, clearly, when you
|l ook at the data in OA that | showed and the data
that we just tal ked about in RA with the COX-2s and
the data with the COX-2s in various other pain
nodel s, that is true

The other side of it is | can't inagine
that if we affect structure significantly either in
QA or RAwithout a | ot of other synptom

nmodi fication that we won't ultimately still see
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i mprovenent by patient-reported neasures.

DR. FIRESTEIN: One of the questions that
conmes up, and you addressed here to an extent, is
whet her these donmai ns nmust not be closely
correlated if they are going to be useful. This
has conme up again and again with regard to
especially the arthritis clinical trials where the
ACR-20 or even pain measurenents are very
closely--you are going to say no? Well, in early
RA the HAQ scores do correlate reasonably well with
pain. In late RAit is primarily with erosions and
j oi nt damage

So, the issue is whether or not these are
i ndependent vari abl es or whether they are dependent
vari abl es, and how one takes that into account when
trying to set up an instrunent for measuring this.

DR. STRAND: CQur definition is different
around cl ose correlations. The ACR criteria, with
the exception of tender and swollen joint counts,
correlate with each other no better than an 0. 4.

In all of the x-ray trials physical function HAQ
sed rate, CRP, ACR-20 have not correlated with
X-ray any better than an 0.4 and usually |ess.
Even the tender and swollen joint counts that are

consi dered to be obviously appropriately changing
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toget her have a correlation of no better than
around 0.7. So, | will defer to the statisticians
around that, but that is one of the reasons why we
have been able to decrease the sanple sizes.

In terms of x-ray, we don't actually see
correlations with HAQ scores until we are | ooking
at very long disease duration, and although HAQ
scores correlate very high in early disease
patients, they go down very, very quickly when they
get their first DMARD. So, | think we are just
differing about the correlation coefficients.

DR FARRAR | want to address Dr.
Abranmson's question fromthe foll ow ng perspective,
which is that | think that one of our statistician
col | eagues indicated that |ooking at the outliers
can be very informative. Fromthat perspective,
for a broken fermur and intramedullary rod is a pain
medi cine with a very slow onset but a very
| ong-acting action.

I think your point though is well taken in
that when we are treating a disease as a prinmary
di sease we clearly affect all of the synptons
associated with that disease and, hopefully, with
Clifford's help and Mtchell's and others, we will

be able to look at it froma nechanistic
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perspective and know whether we are treating the

di sease or the pain process primarily. However,

think it would be very reasonable to say that a

treatment for RA that inproves the disease could

say inits labeling that it treats pain. However,

it would not then end up neeting the criteria for

treatnent of a broken bone or treatnent of other

thi ngs where we would al so want to be able to use

it.

So, | think as long as we restrict and are
careful about how we | abel what the drug is
treating and, to the extent that we know, how it
i mproves the overall synptonatol ogy, then we won't
have that probl em

Di scussion of Point # 4

DR. FIRESTEIN. One of the itens that we
were asked to conment on is item nunber 4, to
di scuss the domai ns and responder indices, and
address whet her they adequately address the issues
of efficacy or safety. | would open that up for
the di scussion. oviously, Vibeke covered quite a
bit of this already. Are there other coments?

DR. KATZ: Just a question. | wonder what
peopl e think the best way is to neasure side

effects in these trials and how i nportant that is.
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DR FIRESTEIN: Any comments? Yes,
Vi beke?

DR STRAND: Well, we have our adverse
event reporting systemwhich | do not want to
change, other than to inprove it. But | think we
really do need to have sone type of a patient
assessnent, reported assessnent of both the
positives and negatives of whatever intervention
they have undergone and they can wei gh that.
Perhaps we do it best with a utility measure, but |
certainly see subsum ng adverse events into that
because then it is in the eye of the behol der or
t he experiencer how these adverse events truly
i npact and shoul d be wei ghed in their therapy.

DR FARRAR. | think there are a couple of
things | would like to say about that. One is that
one person's side effect is another person's
effect. Just to nake the point, if a drug is very
sedating it nmay be a very good sl eepi ng nedicine
and, you know, one can even | ook at nausea and
vomting and say for ipecac that is the effect that
we are | ooking for

So, the point is that the really isn't a
difference in |ooking at side effects and effects.

The neasures are very often the sanme. | think
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though that the point was just made by Dr. Strand,
which is that we need to allow patients to tell us
what is inportant to them and that asking nerely
how much of this do you have, or how frequently do
you have it doesn't get at the issue.

In a nice scale that was designed by Russ
Portnoid to | ook at systems, he asks how often, how
bad is it, and then how rmuch does it bother you?
This is brought out by exanples of patients that |
have treated for pain for whomthe pain is a 10
and, yet, as soon as they develop a little bit of
constipation they go off the nedicine because the
constipation is worse to themthan the pain was.
think it is inportant that we give patients the
opportunity to indicate whether or not they think
that side effect is inportant to them

At the end of the day, | would have to
argue that you need to allow the patients to
integrate that information. | think it was said
before that we can come up with lots of nodels, but
none of those apply to every patient. A suggestion
m ght be the following, which is that |I certainly
woul d want patients to think about all the various
pi eces that go into how are you doing, |ike you

m ght ask themin SF-36, and at the end of the
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SF-36, so you collect all that data and you have
all that for subanalysis, but at the end of the
SF-36 you say considering all of the above, are you
better, the same or worse than before | started the
medi ci ne? That allows the patient to integrate all
of those different answers. W have assigned

val ues to each of themy we have dictated that pain
is a zero to 10 single neasure in the SF-36 and
that there are three neasures of being able to
nmove. So, we have said nmovement is three times as
i mportant as pain by the way we anal yze that study.
If we allow the patient sinply to integrate that
for us by saying overall, in terns of your pain,
considering all of the above, are you better, worse
or the sane we are certainly gaining a sense of
informati on that we don't get in any other way.

DR. FIRESTEIN: 1Isn't that essentially
what a visual anal og scale would provide in
addition to these other instrunents?

DR. FARRAR:  You can ask the question any
way you |ike, and a visual anal og scale would
certainly do it. Froma global perspective, there
is evidence that a bal anced scale is better so you
want to allow as many down steps as up steps to

really get a balanced view. People tend to | ook at

file:/lIC|/WP51/wpfiles/0730arth.txt (211 of 244) [8/9/02 3:18:54 PM]



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

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

212
the middle of a scale and then go one way or the
ot her.

The other thing is you don't need to ask
globally how are you with regards to the world.
think the issue was brought up before that your
food status, your noney status and your children
status and all those things certainly play into it.
You can ask globally is your pain better, mnuch
better, very much better or worse, a little worse
or much worse and get a gl obal response integrating
the things you want.

DR FIRESTEIN. Wbuld that not be the gold
standard for an approvable agent? |If the other
items were all very positive, if you were trying to
assess whether sonething is an analgesic, isn't in
the end whet her their pain has inproved the nost
i mportant neasure?

DR FARRAR. | would agree, and | think
you have stated the two inportant features, which
is if you got the full neasure of all of these
subconponents and at the end of the day you said,
you know, are you better and they said | am
spectacul arly better but all of their others were
sayi ng they were worse, you woul d have to wonder

about whet her the questions were constructed
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correctly. But as long as everything is at |east
consistent, | think that the gold standard is then
overall are you better, worse or the sane.

DR STRAND: | would sinply second that
because we are | ooking for a robust response,
therefore, we want to see it along a variety of
conmponents. It could be nade so this was the
pri mary out come provided the others showed
i mprovenent or no deterioration

DR MAX: Vi beke, there is sone indirect
evi dence from pain scores fromlarge groups of
patients in pain clinics fromJenssen and M Farl an,
in Seattle, that because of fluctuation in pain
fromday to day a nmean of at |east seven
measurenents over a week is nore robust and nay, in
a clinical trial, theoretically allow half the
sampl e size as a single neasurenent on the | ast
day. But | haven't seen any such data in clinica
trials. Do you want to conment on whether a single
pai n nmeasurenent on the |last day or an average is
nore robust?

DR STRAND: | will actually let Dr.
Farrar comment on that in one mnute because ny
experience is very limted with pain trials. But

in terms of |ooking at area under the curve
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anal yses, for instance, in RAtrials there are a
| ot of baseline disease activity changes over tine,
and that is why we typically get two pretreatnent
val ues to give us a baseline, both an over tine
anal ysis area under the curve or a | andmark
anal ysis where you are | ooking at responders versus
non-responders at the last visit, where all-cause
dropouts are consi dered non-responders, show very
robust findings and actually reflect what we are
|l ooking at. So, | agree it could be done either
way provided there is a value being given to
keeping the patient in the trial

DR FARRAR | think that there are sort
of three ways of looking at that. Mark Jenssen has
done some spectacul ar work | ooking at the
robust ness of different measures he | ooked at.
think that, clearly, if you can reduce the sanple
size that may be seen as being of inportance.
Qoviously, the talk we had yesterday about how
valid the measures are on a day to day basis woul d
be inportant in that evaluation

But | think the question really gets back
to sonmething that Dr. Sinobn said before, which is
that with a sufficient nunber of patients you can

prove anything is statistically significant. |
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woul d rai se the question of if you find that you
can get a smaller difference to be statistically
significant, which is really what we are tal king
about - -when you say cut the sanple size, what you
mean is | can use less patients to find the
di fference, which is what they have shown. The
argunent has been nade that the VAS is nore
sensitive than the ten-point scale. There is no
question that it is; no question

However, in studies that have been done,
as you know, the variance is sonmething like 21 mm
So, if your variance is already 21 mm who cares if
you can find a difference of 5 mmon a 100 mm
scal e? Because a 5 mmscale, at least in pain
managenent, | would argue is not clinically
important difference. If it was in sepsis and you
are providing benefit in terms of nortality,
i nprovenent in nortality, | would argue five
percent is of trenendous inportance. But in terns
of synptom managenent, | wonder whet her being abl e
to detect a 5 nmchange versus a 10 mmis of any
particul ar use.

DR. MAX: Let me respond to that. W
poi nted out that there is essentially no data

looking in pain clinical trials chronically to
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conpare the sensitivity of what we are saying is
the most inmportant value, reduction in pain. The
only data that | have ever seen--thank goodness for
the rheunmat ol ogi sts--a couple of years ago N chol as
Bel any publi shed two studies in rheumatoid and
osteoarthritis where he gave people 11 different
scal es and he found that the nost sensitive were
the VAS, the zero to ten point scale, and scales
that had only four points were cruder and had | ess
power .

So, | think we are crying out for
met hodol ogi cal studies to see if just averaging an
area under the curve or taking a single |ast day
measurenent is inmportant. John, | would agree with
you that to just take a few patients could be
m sl eading, but | think a nore efficient, reliable
scale is always better because you can take the
sanme nunber of patients and get nore subtle
di fferences, and perhaps prove that nmechanistic
subsets exist. So, this is the question that |
woul d suggest to you needs to be answered,

particularly if it is our first outcone.

DR. FI RESTEI N: Dr. Anderson, and then Dr.

Gol dki nd and then Dr. El ashoff.

DR. ANDERSON: ©On this issue of seven
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measur enents all owi ng you to have the sanple size,

I think that is likely in nbst cases to be an
exaggeration because area under the curve anal yses
have been done in rheurmatoid arthritis and conpared
with change during the trial, just |ooking at the
begi nning and the end. Although you get sone

i nprovenent in power, it is not that dramatic. You
know, you always want to have, of course, the nost
preci se neasure of the outcone that you can, but |
woul dn't count on it to halve the sanple size

DR. GOLDKIND: | just wanted to note that
the termrobustness and sensitivity are different
terms. | think that we have seen exanples in the
agency where using end of study, just a | andmark
anal ysis in chronic pain, created a p val ue that
wasn't there--1 amsorry, that an area under the
curve did where a |landmark did not.

The issue still renmins though whet her
sonmething is overly sensitive, or sensitive to
irrel evant changes, or whether they are meaningful
When you are | ooking at how to best identify a
metric that will help nechanistically, | don't
think that the kind of data that we are talking
about now will help in that regard. You need to

see how the nodel or the endpoint that you are
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using to assess the mechanismis affected by tine.
Dr. Lu's presentation yesterday | think pointed out
that, in a sense, the two nmetrics, a |andmark
versus an area under the curve, give you different
ways of |ooking at the same picture and it really
depends on what you are interested in. | think one
of her points was that both of them add value. In
a chronic condition you want the | andmark to show a
difference. On the other hand, if it asynptotes
out at three nonths and there is very little up
front, it is inportant to know that as well.

DR ELASHOFF: | wanted to make conments
intw different areas. One is that in terns of
pl anni ng your studies, it is generally better to
have a nore sensitive neasure. The drug works as
it is going to work. [If you can do nore studies
because you can do each in a smaller sanple size to
denonstrate that that drug works, that is a better
thing to have froman econonic point of and for
nmor e sci ence.

If you are concerned about the issue of
finding statistical significance when you don't
believe it is real inportant, then you have to
address that issue in terns of clinically

meani ngful. It isn't an argunment for using a | ess

file:/lIC|/WP51/wpfiles/0730arth.txt (218 of 244) [8/9/02 3:18:55 PM]

218



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

1 sensitive nmeasure so you won't find out what is

2 goi ng on.

3 The second point | wanted to nmake is that
4 it has been stated that responder anal yses don't

5 require inmputation. That is not true. |f somebody
6 quits early you still have to inpute sonething. It
7 is just that people are nore ready to agree that

8 you shoul d i mpute the answer non-responder. It is

9 not that no inputation is required.

10 DR FIRESTEIN: Any additional comrents in
11 this area? Dr. Katz?

12 DR KATZ: Just one quick coment to just
13 again shore up what | hear as a few people's

14 recommendat i on of prospectively |ooking at synptons
15 and the distress associated with the synptons from
16 the patient perspective. There are few papers, one
17 witten by a guy called R chard Anderson and al so
18 Marcia Testa at the Harvard School of Public

19 Heal th, in Boston, |ooking at differences between
20 anti hypertensive therapy and anot her set of papers
21 | ooki ng at differences between oral hypogl ycenics.
22 Where the efficacy of the drugs was the sane, the
23 side effects captured in a typical side effects

24 capture way in pharmaceutically sponsored trials

25 were equal between groups. A battery of typica
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quality of life tests showed no differences between
groups but a prospectively adm ni stered synptom
di stress inventory of sonmething like 80 itens
showed significant differences between groups that
then was able to predict dropouts fromthe tria
where none of the other neasures predicted
dr opout s.

So, there is evidence fromthat literature
anyway that sensitive nethods to detect differences
in synptons distress can actually nore readily
di scrim nate outcomes between groups than either
primary efficacy AEs captured the usual way or
traditionally done quality of life batteries
Maybe we shoul d | ook at the same thing.

DR STRAND: | think what we were trying
to say about dommins and all that, and whether it
is a responder analysis or whether it is, in fact,
what you are suggesting, by indicating there is not
deterioration by sone of these other instrunents
woul d be a very fine way of |ooking at the
responder analysis. | think all we are trying to
argue for here is that we assess nultiple different
aspects of the pain condition in these chronic pain
st udi es.

DR. FARRAR: Just a very brief comrent,
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which is that in every acadenmic trial that | know
of we tend to prospectively collect side effect
data. We ask themat every visit. W give them
you know, a 20-question scale to collect the data.
In the pharmaceutical industry the adage is to
basically report things that are sel f-reported.

I think that the concern was that in the
ask node you are going to get a lot nmore side
effects, and that is certainly true. However, as
has been denonstrated in all of the last |abels
that | have seen, if you display the side effect
rate within your treatnent group and your placebo
group you can overcone that issue of having an
addi tional nunber of side effects and get at this
i ssue that Nat Katz was just remarking on, which is
that it begins to help us explain why patients
respond the way they do, and perhaps even get at
sonme nechani sns that Mtchell was referring to
bef ore.

DR. FIRESTEIN. In itemfour it says
di scuss how the sel ection of the measuremnent
instruments of netrics nay inpact the assessnent of
efficacy. | don't think we can specifically answer
that, obviously, wthout knowi ng what the netrics

are. But | think that has been adequately covered.
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There are a nunber of additional optiona
poi nts, sone of which we have actually covered in
sonme detail, including patient global issues,
opi oid sparing, as well as the time of onset of
ef fect.

One of the areas that we haven't tal ked
about, which probably we should touch on very
briefly, is the placebo issue and the relative
merits of active conparator versus placebo
controlled studies. This is a problemthat cones
up frequently, and with greater frequency in
rheumatoid arthritis trials where the ability to do
prol onged pl acebo controlled trials has been
mar kedl y attenuated by the fact that we now have
effective agents, and the ethics of having placebo
controll ed studies for |onger than, say, three
mont hs now has becone a significant issue.

I was wondering if we could touch on that.
We talked a little bit about open-|abel extensions
earlier, but are there any coments on the use of
active conparators versus placebo controls for
ei ther acute or chronic indications?

M5. MCBRAIR |, for one, would very mnuch
like to see reduction in placebo, or nmaybe not at

all, especially in acute surgical pain, also with
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children, and really all people. | think if we
didn't have good conparators, then we would have to
| ook at that differently, but we do. |In that case,
I think we shouldn't | ean toward placebo unless it
is absolutely necessary for sone reason

DR FIRESTEIN. Yes, if there are rescue
met hods when it is clear that placebo--excluding
children for obvious reasons, does that still fit--

M5. MCBRAIR | think rescue methods
certainly help but if |I have waited an hour for any
ki nd of pain medication and now | am bei ng given
sonething that is going to take an hour, those two
hours followi ng a surgical case, that is a |long
time. Two hours is a very long tine.

DR FIRESTEIN. | would agree with that,
except in rheumatoid arthritis the issues are that
del ay of therapy can have long-terminplications.
Whet her or not an additional hour of disconfort,
and when there is appropriate consent, is a
separate issue.

M5. MCBRAIR: | agree with rheunmatoid
arthritis. | was really |leaning towards the
post sur gi cal pain.

DR ELASHOFF: | think the biggest issue,

as a statistician, to the question of whether you
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use a placebo or an active conparator is whether
you are able, when you are using an active
conparator, to do a superiority trial or not
because as soon as you get into the non-inferiority
trial issues there are some very significant
statistical problens with interpreting the results
of the study and it may nake it very, very
difficult to know what is going on, especially
since the definitions of what is equivalent or not
equi valent tend to be very problematic and you
could easily get a situation where, from one study
to another to another, you are creeping toward | ess
and |l ess efficacy for what you are approving.

Al t hough people worry a | ot about not giving the
peopl e placebo, it is good to remenber that you
al so are giving themsonmething that is very likely
to have fewer side effects when you give them
pl acebo.
DR FIRESTEIN. Go ahead, Dr. Anderson
DR. ANDERSON: | agree with that, and
woul d al so |ike to say sonething about post surgery
trials because earlier this nmorning Dr. Babul, from
Ther aQuest presented some data froma post surgica
trial which | scribbled down, | don't know if | got

it all correct but it |ooked as though in the
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pl acebo group--you know, it was active versus
pl acebo, and there was a 55 percent response rate
in the placebo group and 75 percent in the active
group. There was nore rescue nedication needed in
the placebo group. But | would contend that even
in a post surgery trial, of course in the tw to
five days not the first day, there is roomfor
pl acebo | think.

DR FIRESTEIN. It is inportant to
remenber that one of the main issues we have
di scussed is safety, and for a conmpound that is in
early devel opnent we don't know whether we are
doi ng nore harmthan good and it nay be that the
pl acebo is the preferred armof the study under

certain circunstances, but who knows?

DR. MAX: First regarding placebo, | think

anal gesi ¢ experts woul d unani nmously agree with
Tenpl e and Ell enburg's article defending the

i mportance of placebo in early drug devel opnent.
And, nowhere is it nore inportant than in fields
like analgesia. In ny 20 years at NIH we have had
t housands of people participate in trials and
recei ve pl acebos, and they have conpl ai ned about
sonme things that have occurred during their care

but | don't renmenber anyone conpl ai ni ng about
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havi ng recei ved pl acebo given their chance for
rescue and their consent process.

Regardi ng active conparators, for the
reasons that Tenple nakes very well, conparisons of
the new drug to an old drug without a placebo can
be very misleading if you don't establish assay
sensitivity. So, it is inportant in nost cases to
i nclude a placebo or vary doses of one drug as
wel | .

So far, in chronic pain studies it is
remar kabl e that there are al nost no published
studi es conparing within the sanme popul ati on drugs
of two different classes. So, when we have sat
down, a number of us around the table, to try and
wite up consensus docurments on how to treat
patients we have nothing to informus. W have to
go to different trials where one drug is conpared
to a placebo and then, in a different year and a
different group of patients in a different place,
anot her drug is conpared to pl acebo, and because of
the conditions of the study there is such a wide
confidence interval that you really can't draw any
concl usi ons.

So, | would urge the FDAto try to

encourage nore conpari sons of a new drug to a
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standard. These are hard because some people don't
want to be on a standard and it nmay reduce
enrollment. There are a lot of conplex issues but
it would do an awmful ot for prescribing practice
to have that information.

DR WOOD: | agree with that. | think it
is very inportant that as far as we possibly can
ethically we include placebo. Bob and Susan in
their article very eloquently point out that
everything that we know about placebo-controlled
trials has stood on its head al nost statistically
when we try to use active conparators. More
carel essness in the trial, all the kinds of things
that normally discipline us are overturned. So, |
think we use active conparators at our peril in
particular in an area like this. So, | think we
shoul d certainly be using placebo as much as we can
with appropriate ethical and safety issues, like
usi ng escapenents and so on

DR. FIRESTEIN: Yes, Dr. Borenstein?

DR BORENSTEIN: | just want to point out
that the difficulty we have is that placebo works
so well, and if it didn't work so well life would
be nmuch easier for us. The difficulty is placebo,

as pointed out, is not necessarily a bad choi ce,
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unfortunately. Wen that happens we have to just
wonder what is happening in those individuals. So,
I have no trouble when asking patients to be in ny
trials. It may not be the largest group but | do
thi nk placebo is sonething that should be in these
trials, and people are willing to participate in
those circunstances

DR. FARRAR: W aren't here to discuss the
pros and cons of the placebo effect, which
obviously could take a whole day in and of itself.
However, just a comment which is that every person
every day of their lives uses the "placebo effect”
to affect how they feel about what they are doing
and whether they go to work because they bunped
their leg or not. So, | think that the issue of
whet her it exists or not and what it neans is
inmportant to take into consideration. As was just
commented, it can work really well in certain kinds
of syndrones, not so well in other ones. And,
think that the primary issue is what Mtchell was
sayi ng and what Dr. Wod was saying in ternms of the
need to have a conpari son agai nst sonmething that is
the | east active, and that would be placebo with
the appropriate controls. It is rare that you

cannot come up with an ethical way to do it. Even
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in a postop trial, if you are giving sonebody a
pai n medi cation that is supposed to work and you
give half of thema placebo, at the tine of the
maxi mum phar macol ogi ¢ dose you ask themis this
enough, and if it is not you give thema rescue.
Most patients, as | think was said, are willing to
participate in a study where they may have to put
up with sone pain for a period of an hour or maybe
alittle bit |onger.

I think the second thing to nention is
that | have heard today or yesterday perhaps a
coupl e of times when people said placebo corrected
trials. | don't know what a pl acebo correction is
because the placebo effect is for free. You get
the placebo effect. Wen you give an active drug
you get the placebo effect. Wiat we are really
| ooki ng at, and the advantage of a responder
anal ysis, is whether people reach a | evel where
they are satisfied with the relief in pain, or
what ever, and it doesn't matter what the response
rate is in the placebo group in ternms of trying to
ascertai n whether or not people are better. Right?
The question is better or not better. What then
matters is to deci de whether the difference in the

response in the placebo group is sufficiently
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different than the response in the active treatnent
group. The one place where the placebo effect can
be problematic is if you have a popul ati on where
you end up at the top of a scale. If you end up
with the placebo effect working in 90 percent of
your popul ation, then you are going to have a | ot
of difficulty showing that |ast 10 percent where
you got a clinically inmportant difference.

So, | think there are sone issues but it
is not really related to subtracting out the
pl acebo effect. | think that doesn't get us
anywher e.

DR FIRESTEIN. At this point, Lee, would
you like to sunmarize? Good | uck!

Summary

DR. SIMON:  Thank you, Gary and thanks
again to all the nenbers of the commttee for such
interesting discussions over the |ast day and a
half. | actually come up here with sonme hunmility,
being able to actually attenpt to sunmarize what we
tal ked about and | hope that you will find it
useful .

There are a couple of statenents that have
been made t hroughout from people on the committee

that | would like to be clear about. You know, we
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1 are very open and we would like to believe that

2 this kind of neeting reflects how open the division
3 is to discuss with the sponsors and ot her

4 interested parties the way drugs are devel oped.

5 So, | think that is the first thing that needs to

6 be said, and can't be said enough

7 [Slide]

8 We reviewed chronic and acute pain, and we

9 revi ened the concepts of the clinical approaches

10 and the concepts of the mechanistic approaches,

11 recogni zi ng, of course, that the nechanistic

12 approaches are rather nascent in devel opnent. W
13 are not yet there and we still have to grapple with
14 those drugs that are presently in front of us and
15 to be soon in front of us, and have cl ear nessages
16 about how these drugs can be approved for their

17 various different indications. Although we would

18 like to believe that the nechani stic approaches are
19 just around the corner, they are not yet there and
20 I don't think any of the protocols, drugs and

21 designs that we have in front of us right now are

22 actually dealing with nechanistic issues.

23 [Slide]
24 I think this sign really sunmari zes what
25 mean by being clear. | don't want anybody to fee
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like our division is giving you m xed nessages.
really would Iike you to believe that we are giving
you the real arrowto the right when it really
needs to be to the right.

[ Slide]

So, we discussed tenporal descriptions of
acute versus chronic for exanple, or intensity
di fferences such as mld, noderate to severe, and
we decided | think that they weren't enough to
really informus about where we wanted to go. Sone
of that is because of the issue of is chronic as
broad as it should be, or is it too broad, and
t hose kinds of issues.

So, we clearly need further clinica
trials to define nechani sns because we can handl e
mechani sms better, but that is for the future, and
it is unknown whether there can be a gl oba
anal gesic right now for we know there are quite
di fferent nechanisns driving the sensation of pain.

[ Slide]

There is clear concern that we need, as an
agency, to design clains and consider proposed
trial designs fostering new devel opment, new drug
devel opment for pain. | actually think that is

very true. For the chronic pain proposal, | heard

file:/lIC|/WP51/wpfiles/0730arth.txt (232 of 244) [8/9/02 3:18:55 PM]

232



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

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

233
sonme people thought it had nerit. That was again,
just to rem nd everybody in case you have
forgotten, three nodels, three co-prinmary outcones
of pain function and patient global, and it would
be replicated in nature with di sparate
eti opat hogenesi s nechani sns or di sease states.
They were replicated, necessary, when you were
doi ng studies in nodels with sinpler nechanisns or
not. W weren't sure whether or not it was going
to need to be replicated in that particular
ci rcunst ance

And, it seened that in the vote we took,
al t hough there was no vote but consensus buil ding
that we took, although | am happy to say |
understand the canps, | amnot entirely sure we got
consensus. Most people said yes to pain as a
measure; yes to patient global and that is a
measure of clinical relevance of the response; and
there was a qualified yes to function. W would
need to take that into consideration of the node
or nmechani smor disease state that we were talking
about. Obviously, cancer function or a patient
wi th cancer who is functioning, that would be a
different issue than some other diseases.

There was debate of how many different
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nmodel s are required to get any type of specific
claimfor chronic pain. Are three different nodels
required? Dr. Verburg suggested four nodels of one
trial in each. Muybe Dr. Firestein resonated with
that a little bit. W were suggesting three nodels
with two replicate trials. Dr. Farrar suggested
two neuropat hic nbdels and two sonatic pain nodels.
So, clearly, we will be taking back this
information to think nore about what we shoul d do.

[Slide]

In that context, the lunping and splitting
context is very inportant. W had thought we were
doi ng both lunping and splitting because we gave
the opportunity to split or lunp. Dr. Abranson
kind of resonated with the rigor that would be
associ ated with that kind of approval, and it
really raised i ssues about whether it would be
iterative. You would get one indication and then
per haps a nuch broader organ-based indication, and
then perhaps a whol e di sease indication, fully
recogni zi ng, however, that the daunting nature of
the full, whole thing, the whole kit and caboodl e
may be just too much and, in fact, conpanies woul d
opt for sonething easier, perhaps cheaper, and then

of f-1abel use would drive that and that woul d not
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be an ideal situation. | think it is really
critical for us to remenber that we were providing
in our proposal that opportunity, for better or for
Wor se.

[Slide]

We al so recogni zed and heard clearly that
acute pain is not sinmilar to thinking about the
drugs that would be used to treat it. Thus,
actually we are thinking about short-term
anal gesi cs rather than drugs for acute pain. The
same thing in obverse is true for chronic pain. W
are really thinking about drugs to be used for a
I ong period of time and that has issues regarding
safety and durability of response in trial design

[Slide]

We | earned sonething that | think we have
consensus on, that chronic | ow back pain, if
handl ed correctly, mght be an indication to go for
i ndependently, or actually may be part and parce
of a much | arger package. Although heterogeneous,
it consists of nmany different processes but they
can be delineated, and we could select a specific
patient population with some sinilarity in the
natural history, perhaps ignoring or renoving those

patients with reticul opathy or neuropathy, and
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per haps we woul d have a nodel that we could use or
pai n di sease state that we could use for a clear
indication, as well as performance of a broader
| abel. It seened that there was good consensus
about that if we nade sure that we subtracted out
patients with neuropathic disease and systemc
di sease

I think we heard clearly that there are
two really broad patient popul ations that we have
not dealt with very well. One is the elderly and
one is the pediatric popul ation, and we have to
recogni ze that the elderly are quite unique.
Pol ypharmacy is a significant issue with them
Saf ety issues are particularly inportant, and sone
of the elderly who are suffering chronic pain are
i n unusual care-giving environnents. Perhaps as
t he baby-boomer popul ation gets older it will be a
usual care-giving environnent, but we have to |earn
how to use nursing honmes for actual study designs
and carrying out studies in those areas as the
patient population in them grows | arger

[Slide]

The issue of flair design was debat ed.
Sone of us had problens with flair design. It

actually has been tried and true but, on the other
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hand, it preselects those patients who both
tolerate the drug as well as respond. A priori
they have been on the drug for a period of time so
there are issues about that particular probl em

We heard about possible ways to do a
run-in phase and wi thdrawal studies, both of which
have problenms. The run-in phase really doesn't do
anything differently than does the flare design.

It suggests that you are only taking patients who
are having a response and getting rid of all those
patients who can't tolerate the drug. So, you have
a true bias in the evaluation.

The ot her concept of the withdrawal phase
which Dr. Laska asked me to comrent on was, in
fact, sone concern about are the patients who get
wi t hdrawn unbl i nded or not based on the synptons
that energe? So, that is an issue that | think we
are going to have to think about.

[Slide]

Many of us tal ked about the issue of
opi oid sparing, although it is not dissimlar from
gl ucocorticoid sparing, and how inportant it is for
the assessment of outcome. It might be a good
response to neasure. Wuld it be a primary

measure? Probably not. It mght be a usefu
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secondary neasure but we woul d have to debate that,
demonstrating that the study drug works and
decreases the need for opioids and, presumably, the
study drug in the circunstance woul d have | ess side
effects than the opioids so there would be a
warranted reason for the study. The problem of
course, is that the study drug m ght enhance the
effects of the concomtant opioid therapy, thus
decreasing the use of opioids or, alternatively,
decreasi ng use of the opioids nay be due to the
energence of increasing toxic effects.

What | am constantly daunted by, and I am
not really that far off in glucocorticoid sparing
either, is that | don't know what it means to be
sparing because | don't knowif 3 ng is better or
30 ng is really sparing, and | think we have to
debate what that really nmeans. As nentioned by Dr.
Whod, there is the issue of the PK change and what
that would inply to the whol e process.

[Slide]

W then nmoved on to the ABCs of acute
pai n, and there seened to be--perhaps you could
show me with smles on your faces--|ess debate
about this. This seened to be sonmething that you

all bought into faster for good things.
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[Slide]

Clearly, we want to inprove the
information in the label by turning frominferences
evi dence by PK nodeling to data derived from
clinical trials. That would be the multi-dose
assessnents. That was infornmed by the B of the
ABCs.

We want to inprove safety anal ysis of
short-termuse by anal yzing | ong-term exposures
even for drugs approved only for short-term use.
There seened to be some confusion as to whether or
not, if we were going to require sone chronic
exposure, and nmaybe even efficacy trials, that that
actually might mean two replicate trials or three
co-primary outcones, maybe even three different
di sease states. That is not really what we were
suggesting. It probably would be just one trial,
per haps even just very robust and perhaps just one
out come neasure but we would have to debate that
and tal k about it in an open fashion to determ ne
exactly what we would want. But this was then
i nformed by proposal C of the ABCs.

[ Slide]

We clearly heard that generalizing to

postop pain and efficacy froma dysnmenorrhea tria
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or dental pain trials really was a problem and we
have been very unconfortable with that. So, we
needed to think about requiring or suggesting that
not only does one do an outpatient trial in such a
circunstance, but one m ght want to choose an
i npati ent nodel which would give a broader aspect
of pain relief, thus, a bunionectony nodel as well
as a dental pain nodel

Addi tional info regarding the dosing
i nterval was needed, and that was clearly defined
by B of the ABCs; nore optim zing of the dosing
schedul e in responder versus non-responder
inclusion, which | actually found to be a
fasci nating di scussi on.

[ Slide]

Dose creep was brought up, and | think
that it is very inmportant. and it came up severa
times fromthe commttee that we need to construct
our clinical trials in areal-wrld way to ensure
that we understand how the drugs are going to be
used in the real world, and that doesn't inply
open-1abel analysis; that just inplies different
ways of thinking about trial design than we have
done before. |Issues of longer tinme of use requires

the chronic studies, as we tal ked about.
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[Slide]

The di scussi on went on after the
presentations regarding the matrix of clinica
trials. Again, | think everybody around the table
bel i eved that they should informus about
real -worl d use and shoul d be | abel ed as such

Tinme to rescue should include the
non-responders and that inplies an
intention-to-treat analysis, not just a responder
anal ysi s.

New designs with preenptive anesthesia
rai ses the question of whether or not we should be
t hi nki ng about that differently than acute pain,
and maybe that is a whole other world of trial
design, and all the consultants out there can start
to think about that and create new business for
yourselves, which is a good thing. |nproved GDP
and all of that.

Short-termstudies, pain relief, patient
global in terms of |evel of response for how | ong
and when is the onset; when it separates from
pl acebo; drugs not with onset within an hour but a
very good anal gesic, do they inform about sone
acute use? 1In fact, that came up several tines,

this idea that there is the acute; there is the
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chronic; but what about kind of the niddle ground?
We need to start to think about this subacute use
and what that really neans.

[Slide]

Al so, going through dose descriptions and
mnimumtime to the next dose is inforned by the
time to onset. It needs also to be linmted by
total dose and dose ranges may be better described
by quartiles of response. | really like that idea
I think that really gives us a nuch better handle
on what this all neans.

[ Slide]

Lastly, but not leastly, we heard about a
tiered responder analysis, informng patients and
clinicians nmuch nore so than present anal yses do
for pain. One could see that in acute pain you
could define a level of pain relief, along with the
duration of pain effect within the sane construct
of explanation or description. And, in chronic
pain it would develop an informati on dat abase
i ncluding efficacy, kind of enconpassing pain and
suffering relief; durability of response; tinme to
retreatnent or tine to treatnent failure; as well
as function and HRQOL neasures; and then al so

safety. So, this would be a remarkably robust data

file:/lIC|/WP51/wpfiles/0730arth.txt (242 of 244) [8/9/02 3:18:55 PM]

242



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

10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

set to informpatients about what really is going
to go on with the therapy.

[SIide]

I want to close with this, and |I don't
really show this entirely in jest--entirely. This
was actually a real traffic sign in England where
they actual ly advertised and denonstrated the
directions to the secret nucl ear bunker. W don't
really hold any secrets in the agency. People have
cone over to ne and said, well, would you really
talk to us? O, can we conme talk to you? O, we
have our stuff already in and we are tal king about
changing, are we going to be held to a different
standard when we have already done all of our
trials?

Well, one, you need to talk to us. Make
an appointment and corme in for a meeting. Cal
your project manager and see what the status is.
woul d prefer not to hear any conplaints that we are
not willing to talk to you. | ambeing very public
about this. W are willing to talk to you. There
are no secrets here.

Nunmber two, we are willing to debate with
you as to what m ght be happening in this

particular turbulent time of change because, in
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fact, we are trying to do, and |I think you all are
too, what is best for patients and to derive the
nmost information in the nost open way. So, |
invite you to give us a call. Those of you that
have not been in for a while and have been busy
devel oping drugs, | really urge you to take
advantage of all the opportunities to have gui dance
di scussi ons because, in fact, it is much better to
conme in and talk to us before you cone in for your
pre- NDA neeting and be surprised.

So, in that context, let ne suggest that
we show you the way to our secret nuclear bunker
and give you all the directions up front, and
thi nk everybody will be happy.

So, thank you again very nmuch for con ng.
Thank you to the committee for working so hard in
hel pi ng us and inform ng us about your ideas. |
don't know what will happen next but we will
certainly have another neeting about it.

DR. FIRESTEIN: Thank you very nuch. The
meeting is closed.

[ Wher eupon, at 2:30 p.m, the proceedings

wer e adj our ned. ]
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