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basically you should expect relativély similar results
to the pallidotomy per se.

Next, please. This goes a little bit over
the different results of different series that they
wanted to be performing more pallidotomies and
pallidal stimulation in this case. One of the studies
that have been observed in this kind of stimulation
that we don’t have with the thalamus target is that
some patients could reduce their medication and this
is something that was observed in some cases even
after pallidotomy. So those other parts of the
spectrum of the disease with the thalamus perfect for
tremor. All the other symptoms, really, they have not
been addressed with the current approved treatment,
with stimulation in the VIM. So this is the reason to
consider these other targets.

Next, please. Next. Please go to the
type of complications of pallidotomy that I already
mentioned.

Next, please. This is thalamic
stimulation and at some pogﬁt this ig in regard to the

GPi. Now in terms of the subthalamic nucleus that is
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where that has been some more experience to go into
the third component of this problém and experience,
especially that began in the European centers, some of
the -- Dr. Benabid that was mentioned today in the
original presentation, they observe, they went to
target similar to the regional insert and with some
modifications to the specific subthalamic nucleus.
You can go to the next, please. And in these cases,
they observe also some benefit in tremor, minimal.
They did observe the same effect in the
dyskinesias and at the same time for the first time
they started observing or what was reported as a
relatively clear decrease in the dose of medication
necessary for these patients and this is where the
subthalamic nucleus became an issue in this arena.
As I mentioned before just early in the
19508, 1960s, there were a few surgeons performing
ablative procedures of the insert, but those were
abandoned and ablative procedures were more done in
thalamus and in GP1 because it was a better target,
that you have less mor;idity. The subthalamic

nucleus, one of the problems is a very critical packet
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with many important structures around and when you go
to the ablative procedure and you perform lesioning,
you get some thermal spread effect in the surrounding

and this was accompanying in many cases with important

‘problems, especially with confusion and patients that

their mental functions were really impaired after the
procedure. As a result that was eliminated. Now with
the stimulation, as we’re not producing an ablative
procedure, it becomes somehow a little bit safer to go
there and place electrodes where you are going to
perform a lesioning and avoids this complication, so
next, please.

So this 1is where it comes to these
procedures of stimulation because it’s reversible,
plus if the patient in theory has problems due to the
stimulation, you can stop the stimulation in theory,
even remove the electrodes and the other is that you
can change the parameters so in some patients you may
obtain the effect that you desire and you can avoid
these effects in the mental and basically avoid what
you want in these patients.

Next, please. 8o -- there are a few more
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slides you can go over. It’'s just to give perspective
of where we are in terms of this treatment.

Now in terms of the -- you can continue,
please, with the slides and I will just summarize a
little bit, this portion. From my perspective, in
terms of discussion and I am concerned that maybe in
terms of an approval of the system for DBS, other than
for deep-brain stimulation, other than thalamic and
the first question is that we need to answer is that
if we can really show or this present review, really
show a clear improvement or benefits other than the
tremor, as we know we have a good already alternative
treatment and there’s a little bit of concern to me
when I read this proposal that we cannot define and
it’s because of -- as we see it’s very divided even in
the literature about this. We cannot define to the
doctors that are going to be doing this procedure,
even which target to use, either GPi or subthalamic or
always is a good resource for one or the other.

As we need to have concern of the issues
of safety, we know that tﬂ;.thalamic target is a very

safe target, the VIM, other than the complications
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that are probably inherent to any surgical procedure.
It’s relatively safe. GPi 1is a 1little bit more
complicated target and subthalamic I think and I have
some personal experience in the subthalamic, I think
it’s a very difficult target and I think the issues
like training and how people are going to be trained
to get to the STN if this isn’t available, alternative
for any neurosurgeon, how it’s going to be
accomplished the training.

I think there’s enough evidence in the
literature that deep-brain stimulation for subthalamic
or GPi, they have some role -- they have some
improvement in some specific patients. It’s very
difficult to determine up front which patients are the
ones that are going to benefit and these are issues
that I think we need to consgider in the discussion.

I think in something that is open to the
full community of neurosurgeons we should define
better what would be the patient indication or the
selection of these patients and define the target that
is going to be considered'éhe target of choice or how

to get to the target, to define the cases that need to

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE., NW.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

206

be wunilateral or bilateral and probably place in
perspective to the patients, really a very clear
indication of what is the real benefit of this
therapy. When we’re not talking about tremor, all the
other ones are very difficult, I think, for the
patients to understand what they should expect of this
therapy and this is something I think we need to
address very clear and at the same time I wonder if 12

months follow-up that this is what we have in the

present study and it's a question that I raise is

enough time to approve it before full usage in the
general neurosurgical community.

So in conclusion, the last comment for my
point of view of the analysis of this, and knowing
somehow this area, working in this area, I think there
is enough evidence thét this may be very important
advances in the treatment of Parkinson’s. There’s no
question that GPi thalamic may have a role in some
patients. I don’t know if we know which patients are
the ones that are going to really benefit from this
and I don’t know if we havg”very clear understanding,

the performers of this technique in a general setting,
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neurosurgical setting. All the experience that was
shown with the few sectors that we discussed and most
expert people in this arena and as we review, there is
a number of complications even with this expertise.
So I think you can extrapolate to almost 5 to 10 times
that kind of complications when you get to open a
procedure to the general community.

So these are some of the concerns that I
have after reviewing this and some of the areas that
I would like that we discuss with the final.

CHAIRPERSON CANADY: Thank you. I just
want to share with everybody a sense of where we’re
going so that we can make choices as we go through our
conversation. We have two hours to complete our work
today. We’re going to have Dr. Nuwer, Dr. Piantadosi
give us presentations efficiently, I’'m sure, and then
I'd like you to begin crafting your questions and as
much as possible be efficient in those questions and
no later than probably 4:15 or 4:30, we need to begin
to address the FDA questions.

So we have aégfoximately 45 minutes of

general conversation left and I would ask people to
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keep that in mind.

Dr. Nuwer?

DR. NUWER: Thank you. aAnd I think I’1l1
speak from here because I specifically didn’t bring
any slides, recognizing that time is a certain
constraint here.

In going through the main questions that
are posed, that is the main points at which this
device would be labeled as useful, I did try to
separate out in the statistical complexities from the
impressions of whether there is a clinical efficacy or
not and I agree that there are some probléms that have
to do with the concurrent decrease of medications and
the questions about a placebo effect, but overall I
thought that the first four questions that we had
seemed to have evidence in favor of there being a
clinical efficacy and those questions were that of
suppressing the cardinal motor symptoms, of reducing
dyskinesias, improving the ON as opposed to OFF time
and allowing greater independence and functional
ability. "

I had more guestions though that came up
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about can you reduce medications based on the
statistics and the numbers that we reviewed. I
recognize that that is something that speakers today
have tried to address and have indicated is one of the
usefulnesses of this medication. I just found the
numbers a little weaker on whether or not you can
reduce medicines and I noted that they only found
statistical significance in their subthalamic nucleus
subpopulation.

The area that I thought was lease
supported by the data was that of the Global
Disability Rating and there there was more modest and
mixed results and I found that least impressive. I am
still concerned about the safety issues. It seemed
that overall, if I could take it very roughly, 10
percent of the patients do have clinically significant
adverse side effects such as intracranial hemorrhages
and that that is a significant safety issue that the
panel as a whole is going to need to weigh later, is
that we do indeed have some reasonably there is some
clinical efficacy and theg’is the safety issue really

sufficiently controlled that we would consider it not
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only efficacious but also safe, given the other
numbers we've looked at.

And I think some of the side effects such
as dysarthria and confusion and dyskinesias that were
reported by patients I felt were an acceptable
proportion and less than what would be expected in
Parkinson’s patients, in general, so that I was not so
impressed by those kinds of side effects. I was more
impressed by thel hemiplegias and intracranial
hemorrhages as effects of the implantation itself.

There was some data in here in the large
pile, the 24 inches of material we were given about
the autopsy results and relative lack of long-term
side effects from having brain stimulation so I was
not concerned about the long-term effects of the
electrical stimulation and I thought that the effects
of the stimulation itself were relatively modest, so
they did not appear to be safety concerns. I noted
the convulsions or seizures and I agree that it was
more likely a result of the implantation side effects
than of the running ;iéctricity through these

structures.
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It was not clear to me about some of the
issues of surgical implantation. I know that
micro-electrodes were needed for when ablations were
done for globus pallidus, but there is no mention of
micro-electrodes inrimplantation of these devices and
I take it that then is not a part of this procedure.

My concerns about implantation have to do
more with accuracy of being able to target the
structures and what I've heard today is that there is
not a concern about accuracy if the surgeon is well
trained and if they have enough experience and the
right equipment.

Other concerns, age effect, the study had
a cutoff at 75 years of age. Average age of the study
participants was about 58. A lot of the Parkinson’s
patients who may end up treated, being treated with
this device though would be older, that is some
moderate proportion probably above 75. So that the
question still remains as to whether Parkinson’s is
sufficiently a homogeneous group of patients so that
the results that we’ve got';ére in patients who are in

their 50s and 60s really can be directly extrapolated
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to those who are in their 70s and 80s and I think that
still is somewhat of an open question, although
obviously the needle points toward it likely being
efficacious. It’s just the data to prove the point
are not quite there.

I assume that we’re not talking about
anybody getting four placements here. We're talking
about people getting bilateral subthalamic nucleus or
bilateral globus pallidus, but I assume toc we’re not
talking about a patient who has had let’s say
bilateral pallidal implants coming back and getting
two more implants in the subthalamic nucleus, although
I throw that out as a concern because it didn't seem
to be objectively addressed at any poiﬁt here.

And finally, the duraﬁion, the question of
how long does the effect really last? Not how long
does the battery last, but how long does this effect
really last and I think the jury is still out as to
whether or not the effectiveness lasts beyond these
first few years or whether as in some other movement
disorders, the movement ‘Aisorder gradually breaks

through the treatment and the treatment becomes
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relative less effective or ineffective after several
further years have gone on. I guess that’s just an
open question.

Those are the principal things that I saw
as I went through as a clinician trying to assess what
do I think the data, both from a safety and an
efficacy point of view.

CHAIRPERSON CANADY: Thank you very much,
Dr. Nuwer. Dr. Piantadosi.

DR. PIANTADOSI: Thank you. I think maybe
I'1ll show one transparency and stand up just because
I'm tired of sitting, is that okay?

CHAIRPERSON CANADY: That’s fair.

DR. PIANTADOSI: Thank vyou. I'm just
going to show the topics that I'm going to cover and
try to do so fairly briefly. I feel the need to
qualify myself a little bit because many of you are
probably wondering why somebody with a focus in
oncology would be at such a panel meeting and I think
it’s a fair question. I've had a lot of years in
clinical trial methodologyﬁhprobably 18 or so and I've

served in a number of capacities around the Agency,
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including several years on this same committee as well
as ODAC and Anti-Virals. And I know a small amount
about Parkinson’s, not as much as I’'d like to, but I
have donated some time to the Scientific Advisory
Board of the Parkinson’s Study and some to NINDS in a
data safety monitoring capacity for some other trials
in Parkinson’s.

What I'd like to bring though is a fresh
perspective on methodology, both to the device issues
as well as the particular clinical issues here and
render some informal comparisons to the way I see this
methodology and its use in this particular setting
compared to what I see in other areas. And my
experience with surgical trials, not only from a
regulétory point of view, but from an academic view is
that they tend to get very strongly colorized by the
initial impressions that surgeons and others have of
the treatment and this sometimes carries over very
late into development and all the way into clinical
practice uses and this, I think, is in keeping with
the traditions and resﬁgét for opinion that is

prevalent in the surgical community.
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The first thing that I do when I look
through these materials was to examine the framework
for the investigation and in the simplest incarnation,
I think the framework was good, but it became bloated
very quickly. You have to ask yourself why should
stimulation work? We saw some evidence as to why it
might work, but these ideas are actually not on par
with current thinking about drug mechanisms and
receptors and targets and things like that. So the
rationale for stimulation is probably no better than
it is for ablation. There’s a biological model at
work, but it’s fairly crude by comparison. Not a big
problem, but certainly an issue when trying to
interpret some of the empirical data.

The putative treatment effect appears to
be large when you look through the data, but really
not when you consider how early in the post-treatment
period it’s measured and if you’re concerned about the
efficacy or the side effects that occur from ablation
as opposed to stimulation, you’'d have to wonder
whether or not these twgvﬁreatments are, in fact,

invoking some sort of common pathway and that they
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should be looked at more as a whole rather than
separately.

&Dthesomewhatunsophisticatedframework,
or unsophisticated biological model then would lend
itself to a feasibility study which I believe this was
initially, could be characterized in those terms, but
then as I’'ll discuss in a minute, I think it became
bloated very quickly.

This lack of a strong biological framework
is the reason for being more rigorous, not less
rigorous int eh experimental designs and whatever
inferences that we make from these data, they need to
generalize very strongly to the population and we have
to be very careful about how they’re going to be used.

Now you could ignore all of this, I
suppose and proceed entirely on an empirical basié.
In other words, it would be possible to design an
experiment, conduct it and collect the data, analyze
the data in a way that obviated the need for anything
except the crudest of biological models about how the
therapy worked and obtain‘é'reliable answer that way.
But as we’ll see in a minute, I don’t think we’re
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there, but nevertheless we need to move on and talk
about the second topic which is the second thing that
a methodologist would do and that is to look at how
the data production comes about, hopefully through the
process of design. And one of the fundamental things
that we try to do is to control extraneous variation
and I think there’s been a rather poor job of that in
this particular study. For example, there has already
been expressed concerns about center effects. We
didn’t talk very much yet about prognostic factors,
but in some of the analyses buried in the back of the
materials, there are the strong prognostic factor
effects, including which area was chosen for
stimulation, the age of the patient and so on and
probably the individual patients’ baseline scores are
also important. These extraneous sources of variation
don’t necessarily need to cancel each other out. In
fact, we’d be worried that they didn’t do that and
that they may, in fact, be masquerading as a treatment
effect, wholly or in part.

The second ﬁéinciple for design data

production is that we account for all the patients
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treated and all of the time at risk. Here again, I
think there’s some notable, but maybe not glaring
deficiencies in the study. For example, the protocol
mentions the principal of intention to treat which one
would normally apply in a randomized parallelled
group’s design where any patient who met the
eligibility criteria and received a treatment
assignment would be accounted for in the analysis of
the data. Here, that’s not quite the case bec;use
some of the patients were essentially removed from
consideration at the very beginning. Others
experienced some sort of attrition along the way and
it’s not clear, really, how we should represent that
effect when we talk about things like average scores
and average time on this or time off that. Should
those patients simply be ignored and we pretend that
they were never part of the study? That’s hardly
appropriate and hardly keeping in with the spirit of
the intention to treat principle that’s stated in the
protocol. Should we assign values that are zeros for
those people or worse casétﬁalues or average values?

It’s not clear, but there are some systematic
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approaches to this that should be explored and I don’t
think have been yet.

The third principle under data production
is the control of bias and there’s an explicit
acknowledgement of the potential for this because of
the use of masking and the concern over the placebo
effect in the study. 1In addition, we would normally
use randomization in a parallel group’s design to help
control for these effects. Here though, looking at
the primary stated endpoint the 3-month so-called
double blind randomized crossover trial, the use of
randomization is altogether different and I'11 get to
that in a second, but we can’t fall back on that,
reassuringly, and think that that randomization has,
in fact, balanced or covered all of the potential
biases that we hope that it would.

A fourth principle is selection of a
relevant endpoint and here, you really have to
distinguish very strongly between a developmental
trial and one that’s intended to show strong evidence
of clinical benefit and I éiink that here again, there

are some very notable weaknesses in the evidence
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that’s put before us. The point in time that’s chosen
in a particular outcome measure are wholly consistent
with the original design of the study which was the
feasibility trial, but as a measure of definitive
clinical benefit, these are quite lacking. They don’t
show us anything about the durability of the benefit.
We don’t have much information about Iong—term risks
and in a sense, this outcome and the point at which
it’s measured is more akin to a surrogate outcome
rather than a definitive clinical endpoint.

A fifth point in design data production is
control of random error. And this is something that
we normally expect from an adequate sample size. This
was given an explicit consideration in the original
design, although it resulted in a surprisingly small
sample size, but nevertheless hard to argue with. But
here in the crossover study and I'm goihg to refer
mainly to that three month evaluation in the crossover
study, the patients are not randomized and it’s
important to understand that. Every -- the patients
all receive both treatmentg; They are not randomized.

And so you can’t look to the randomization to help
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cancel out the systematic effects that might come from
imbalances or prognostic factors in the patients.
What 1is vrandomized is the order in which the
treatments are given. That helps us to do valid tests
of the period effect and so on, the carryover and
period effects, but it doesn’t really help us to
eliminate bias as a source of treatment effect. So
the validity of this crossover design is not based on
the same theory and it cannot be interpreted in the
same way as a large randomized parallel group’s
design. It simply is not the same thing. 1In fact, I
would argue that the use of the term randomization
here is a bit of a misnomer, although it’s literally
correct because it only validates the tests of period
and carryover. Both of those are underpowered and so
you have a Catch-22. TIf you would like to eliminate
the period and crossover effects as being influential
in the outcome, you essentially ha&e to inflate the
sample size up to where it would have ordinarily been
for a independent group’s design.

And then figélly under design data

production, I think that we probably should be able to
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see some results that are adjusted for some of these
extraneous factors not relying on the experimental
structure itself and in particular, I'd be interested
to know about the treatment effects adjusted for age
and some of the other factors that were identified in
the briefing material as strong prognostic effects.
The next step to evaluate the methodology
is to look at the research process. Here, I think
that the a priori hypothesis is okay. The study
protocol, however, as a second item raises some red
flags in my mind, particularly when compared to the
current state of the art. It’s very odd, in fact, the
way that the sample size became so inflated. This
enormous increase from somewhere in the range of 10 or
20 patients to 50 patients to 150 patients is wholly
inconsistent with the stated study goals. And it'
raises concerns about what people were thinking, what
additional information was brought to bear on the
problem, whether there’s any kind of gaming with
respect to outcomes. This kind of thing would be a
strong consideration, ceré;inly in oncology trials.

I think that it’s a good thing, in a way,

NEAL R. GROSS
COURT REPORTERS AND TRANSCRIBERS
1323 RHODE ISLAND AVE,, NW.
(202) 234-4433 WASHINGTON, D.C. 20005-3701 www.nealrgross.com




10

11

12

13

14

15

16

17

18

19

20

21

22

223

that the agency was not sort of part of the decision
to turn this study into something much larger than it
originally was planned for. It would have been a huge
tactical mistake by the FDA to permit this kind of
enlargement. What should have been done was to
analyze this original study as a feasibility trial
which is the way that it was designed and then to take
on a second protocol with explicit clinical benefit
endpoints assessment of long term risk and an endpoint
that spoke to true clinical efficacy and durability.

Another point under the ©process 1is
accounting for the dropouts and the missing data and
I already commented on that a little bit. Only 82 of
the 96 patients who were eligible for participated in
that crossover portion of the trial. This can be a
problem especially for longitudinal analyses where you
have continued attrition and what you have is that the
endpoints become distilled out so that you see the
best performing subsets of patients as time moves
along and this is quite a different effect than what
you think of in your mfgd when you hear about a

randomized trial and these analyses with the still
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best subset of patients are not protected by either
the masking or the randomization.

And then finally I would characterize the
research process that we’re seeing now the summary as
really an attempt to show convincing clinical evidence
from what could only be described as an overinflated
feasibility trial.

The next point has to do with clinical
benefit or clinical efficacy and here we’d expect to
see an emphasis on the magnitude and relevance of the
clinical effects rather than on statistical hypothesis
Ctests. I think there’s some stylistic deficiencies in
the application in this regard, but I hope that my
clinical colleagues will be able to sort those out.

I do agree with the points that have been
made that the comparison should be to a standard
therapy or in the presence of effective
anti-Parkinson’s medication and not to no treatment.
I think it would be very odd to consider otherwise.
The data, as I understand it, and that were presented
by the sponsor this xnor;;ng suggests that a fair

amount of the effect can, in fact, be replaced by
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drug, apparently, not all of it, but the question is
what remains after that is that placebo, is that bias
or is that therapeutic benefit.

I'd also be concerned about safety. These
points have been mentioned earlier and I don’t need to
emphasize them, but the frequency and severity of
serious adverse effects are to me quite noteworthy.
So it really comes down to a question of the risk
benefit that I think is primarily clinical and not a
methodologic issue.

Indications is really an important
consideration. We would hope that this point in the
process with a definitive clinical benefit trial to
have some help with the set of patients for whom thig
therapy were indicated. 1In fact, I don’'t believe that
that question or the answer to that question is within
the scope of the current inference, given the data
that we have and I think it’s an important issue that
will have to be left unanswered.

Finally, I should mention the reduction in
medication in my opinion i;thot a relevant question at
this point. What we should be focused on is whether
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or not this particular treatment works and then later
we can decide either through additional data or
additional studies whether or not it’s appropriate or
desirable to reduce the medication in the presence of
stimulation if it comes into use.

I'd like to say just a couple of words
about the regulatory overlay because I think it’s
important to provide some opinion to the Agency in
regard to that and sort of the precedent that is being
set by the way that this application is reviewed.

My first question here is whether devices
are somehow special or not and I think that they are
to a degree with respect to early developmental
studies. There are some efficiencies that can be
gained there in devices and we don’'t need to go into
that now. It’s probably arguable. But I don’t agree
that they’re special when one looks for relatively
small degrees of clinical benefit as is the present
case. I think that devices are very much analogous to
drugs in that regard in that they demand rigorous
trials and they demand con;;ol over all of the sources
of error that I outlined earlier.
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I'm sensitivé to the regulatory precedent
that might be set here, the need to have a study
that’s designed conducted analyzed and reviewed
strictly from clinical benefit point of view, the
ability to isolate the effective interest, using good

design and I’'ve already mentioned some of the problems

there. And also the point that when there are other

effective treatments for a serious condition as there
are in this case, the regulatory hurdle can be sget
fairly high, because the consequence of making a
mistake in the presence of other effective treatments
is probably worse than it would be if this were the
first thing to come through the pipeline for
treatment.

One of the things that devices do very
well and that this particular device might do is to
remove from consideration worries about compliance and
that’s a terrific advantage, but may not carry the day
by itself.

I'm somewhat reassured in the regulatory
framework by the fact thag'éhe analyses of period one

alone seem to support efficacy at least within the
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other constraints I mentioned about, possibilities for
systematic error. There 1is a concern over the
randomization and the imbalance, but I think that's
probably answerable, perhaps even on the back of the
envelope. My calculation done mostly in my head
suggests that the deviation from a 50-50 randomization
is not outside of expectation, but certainly that can
be checked in a straight forward way.

I think that in the regulatory setting
this particular application from a statistical point
of view does not provide the usual reassurances that
we’'d expect from a(study done in this size or done in
this heterogeneous a population and it’s basically
going to come down to a gquestion of whether vyou
believe the treatment effect exceeds any possibility
of a placebo effect.

So my conclusions are first that this
study shows some significant signs of methodologic
distress. This 1is clearly seen from a larger
perspective. The design is not robust as you might
expect from a quote randoézéed trial in 150 patients,

not robust to the influence of some very important
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extraneous factors. The outcome from the perspective
of the decision that needs to be made about clinical
benefit is in my opinion poorly chosen. The analyses
are suboptimal because of the effects T mentiqned,
longitudinal effects and the potential bias from data
omitted from patients who have dropped out and I think
that the data in their current form are actually
rather poorly seeded for the regulatory purposes to
which they are put. In other words, I wouldn’t call
this trial the way that it’s presented right now well
controlled. The portion that is well controlled is
for the reasons that I outlined earlier somewhat
irrelevant. It’s more of a feasibility study.

It’s possible that a new trial or new
views of the data perhaps trying to address some of my
concerns could be considered well controlled and would
provide a convincing evidence that’s needed. Now I
would mention, however, that a crossover trial is
almost always the wrong design and if I were a
Parkinson’s advocate, quite frankly, I'd be very
annoyed with the sponso£e>at using the degree of

resources and time and effort and so on to generate
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evidence of this type that is really marginal and not
as convincing as it should be.

I don’t believe that the needs of the
patients are effectively met by this kind of design,
not so much the design, but by this quality of
evidence and I certainly wouldn’t want to see a
premature approval of this application until everybody
is totally comfortable with the issues and totally
comfortable that they’'re seeing that accurate picture
of the treatment effect and not systematic error.

Thank you.

CHAIRPERSON CANADY: Thank you very much.
Presuming that Dr. Piantadosi is not the only one who
wants to stand up. I’'d suggest that we break for five
minutes and I do mean five minutes. In that five
minutes, I’d ask the panelists also to locate their
questions or if they don’t have one, Ms. Scudiero will
be happy to see that you have them because this will
be the focus of our discussion when you return.

(Off the record.)

CHAIRPERSON CA&ADY: During this portion
of the meeting we’re going to go through the claims of
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the sponsor, one by one. 1In front of you you should
have hopefully a portrait, landscape questions labeled
FDA questions. What we’'re going to do is go through
the questions one by one. In bold print is the actual
questions. On the second or in some cases several
pages following that are the issues that have been
raised by a number of our speakers and the FDA members
regarding these questions. We’re not going to go
through those one by one, but I want you to consider
them as you make your comments in your discussion of
the issue. Really, it’s the question at the bottom on
the first one, does the data support the firm’s
proposed claim which we will address our conclusions
to.

We will not be voting at this time. We
are just going to discuss these issues. We’ll have an
open hearing and then proceed directly from that to
the voting just so everyone knows how we'ré going to
proceed.

The first question is Active Parkinson’s
Control Therapy effective;; suppresses the cardinal
amotor symptoms of Parkinson’s disease. Comment .
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Open for comments by the panelists.

Dr. Hallett?

DR. HALLETT: I would like to ask either
Dr. Olanow, Dr. Montgomery or Dr. Vitek, in relation
to postural instability, if there were a patient who
presented with very significant postural instability
as a major symptom that was not well treated with
levodopa, would that be an indication for this
treatment? And I’'d like to ask a similar question
with respect to freezing, that isn’t actually on
there, but so I'd like to address those two issues.
If that was the principal symptom as opposed to
tremor, rigidity or akinesia, postural instability
specifically and not being responsive to dopa, would
this be an appropriate therapy?

DR. OLANOW: Well, I think you’re getting
at patients with atypical Parkinsonisms who have
postural instability as a primary feature and are not
responsive to levodopa.

In this particular trial we confine it by
definition to patients wh;;-we thought had idiopathic

Parkinson’s disease that were responsive to levodopa.
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In independent observations, I would have to say to
you that there is no evidence that these procedures
help patients with atypical Parkinsonism as yet. But
in this study, it was confined to patients with
Parkinson’s disease.

DR. HALLETT: Right, but if there was a
patient who had what you thought was Parkinson’s
disease, but had as a problem postural instability as
one of the major problems which certainly can be the
case. I mean it is considered one of the four
cardinal features of Parkinson’s disease, so it isn’t
necessarily seen only in atypical Parkinson’s disease,
can be seen in typical Parkinson’s disease, so in that
case 1if it was a typical patient with Parkinson’s
disease, had postural instability as one of the major
aspects, but that particular element wasn’t doing well
with dopa, would this be an appropriate procedure?

DR. OLANOW: I would have to say in my
opinion, no, that generally this provides a benefit
that is comparable to levodopa in that regard which I
would like to comment on later with respect to what

that means because I think it’s very important that
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one understands that working as good as levodopa all
the time is very different than levodopa which only
works as good as levodopa, a very small percentage of
the time in these patients who fluctuate widely and
may spend 80 percent of their time even though they’re
on levodopa not responding and the other 20 percent
having dyskinesia. This differs dramatically from
this therapy which gives you the best of levodopa
without the dyskinesia, virtually all the time and T
think that’s an extraordinarily important point that
the panel needs to keep in their minds in evaluating

this thera