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and/or dosage and administration instructions.

Another option i1s to put
requirements around dispensing of Fentora.
Pharmacies would have to be enrolled to
dispense Fentora. Elements of enrollment may
include mandatory training or certification
for pharmacists with or without an
acknowledgment of understanding of dispensing
requirements. Understanding of dispensing
requirements could include knowledge that
patients must be opioid tolerant, no
therapeutic substitution allowed, patient
counseling for appropriate use, dispensing and
instructing patients to read the medication
guide, and knowledge of prior authorization if
required.

Prior authorization is used here
and not the same as insurance reimbursement
prior authorization could be required before
filling a prescription for Fentora. Prior
authorization could include a qualification

sticker placed on the prescription by the
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prescriber whereby a pharmacist could not fill
the prescription without the sticker or a
required patient registry which would require
pharmacists to verify patient enrollment
before filling the prescription.

In addition, risk mitigation
elements that include the patient could
include documentation of safe use conditions
as a requirement for patients to receive a
prescription for Fentora. Patient
requirements cannot be considered without also
involving the prescriber and/or pharmacy.
Patient requirements may include a
prescriber/patient agreement for documentation
of safe use conditions that include required
patient counseling around the key safety
messages and receipt of the medication guide.

All of these options have a gate-
keeping component for appropriate and/or safe
use of Fentora, and all options may require
evidence and/or documentation of safe use

conditions. Used together, these options may
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assure the benefits of Fentora outweigh the
risks In the targeted population where the
benefit/risk balance is acceptable.

However, there are also challenges
with all presented options. Additional risk
mitigation strategies may be more burdensome
depending on the requirements imposed. And
because of the increased burden, some
prescribers and/or pharmacies may choose not
to participate. This can have an unintended
consequence in that appropriate patients could
have delayed or no access to the product. And
these strategies may have no effect on abuse,
misuse, and diversion when Fentora is used for
non-medical or non-legitimate purposes. Even
iIT requirements are placed on prescribing,
dispensing, and patient use, Fentora will
still be available for abuse, misuse, and
diversion. As you heard during yesterday®s
presentation, the usual opioid drug source for
non-legitimate users is from prescribed

patients.
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additional

those just

Finally, we conclude that
risk mitigation strategies, such as

mentioned, may assure benefits

outweigh the risks i1in the prescribed

population where the benefit/risk balance is

acceptable.

misuse, or
prescribed
indication
mitigation
amounts of
Increasing

diversion.

Thank you.

Ms. Best.

presenters

But they may not prevent abuse,
diversion, especially in non-
individuals. Expanding the
even with additional risk
strategies will iIncrease the
Fentora in the community, thereby

the risk of misuse, abuse, and

That concludes my presentation.

ACTING CHAIR SORIANO: Thank you,

The panel would like to thank the

from the sponsoring institution, as

well as the FDA and SAMHSA, for their reports.

At this time, we"ll provide an opportunity for

the presenters to clarify some issues that

members of

the panel may have. And 1°d like
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to open this period for questions from the
panel. First, we would like to see 1T anyone
has any questions for Dr. Ball from SAMHSA.
Any questions? Okay. What we"ll do now is --
one question 1 have for Dr. Ball is do your
analyses provide any projections of some of
the trends that you®"re seeing in your report?
Because certainly these new drugs have just
been available for the past year or year and

a half. |1 was wondering if your analyses also
provide projections, as well?

DR. BALL: Our analysis does not
do projections, forecasting into the future.
And even 1T 1t were possible to do that with
some drugs, | would say that the amount of
experience we have so far with the Fentora
data probably wouldn®t support such an
analysis.

ACTING CHAIR SORIANO: Any
questions from the members of the panel for
the sponsoring company, as well as for members

of the FDA? Dr. Gardner?
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DR. GARDNER: 1°d like to ask Ms.
Best about the experience the FDA has had now
with some of the RiskMAPs that contain
elements that she mentioned in her
recommendations. We now have steps, and we
have Accutane and others that have been iIn
effect for some time, and I understand
anecdotally there has been significant
reduction of access at least to Accutane
through the RiskMAP program. 1Is that the
case? Never mind my understanding. Would you
just tell us what the experience has been in
our thinking about going forward with a
RiskMAP?

MS. BEST: Well, basically, the
restricted RiskMAPs we have out there are
generally used to target the specific
population where the risk/benefit has been
shown to be acceptable. And isotretinoin or
Accutane is one of the largest programs we
have, and 1 think that currently involves

somewhere around 300,000 patients.
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DR. GARDNER: I*m sorry. When 1
said my understanding, I"m thinking of for the
pharmacist response to difficulties with
getting into the registries. And so | just
wondered if we"re now getting better at making
these things more accessible for the providers
that, therefore, make them more accessible to
the patients.

MS. BEST: 1I"m going to have
Claudia Karwoski address that question.

DR. KARWOSKI: Claudia Karwoski,
Risk Management in OSE. |1 think that, as we
gain experience with 1t, things have been
improving. | mean, | can"t speak specifically
for the pharmacy professionals. 1 know that
these programs are burdensome. They do
require quite a bit of time both on the part
of the prescriber and pharmacist and even the
patients. But what we do know is that they
seem to have some effect in prescribing at
least more appropriate and safe use and

limiting prescribing to a more appropriate
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patient. And we"ve also had experience when
there have been some burdens that companies
have figured out ways to streamline it, and
there®s always that opportunity to do that as
they learn more when a program is implemented.

ACTING CHAIR SORIANO: Dr. Day?

DR. DAY: 1 have a question for
the sponsor. First of all, I would like to
say | was pleased to see the innovative tools
that have been developed, especially the
NotifyRx, and the sponsor mentioned that
there®s currently a pilot program where this
Is being used in almost 41,000 pharmacies.
And I would like to know 1f you can report
anything about that? Has the software been
installed successfully and there are no
incompatibility problems? And then what kinds
of outcome measures will you be looking at?
And if you could comment on that, that would
be great.

DR. SCHMIDER: The pilot program

Is starting basically as we speak. It starts
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this month, so we have no data accumulated
yet. We will be looking at data on how
frequently on reports that we receive. We
will have survey information particularly with
the pharmacists that we will be comparing to
our previous, our baseline data we have
accumulated so far.

ACTING CHAIR SORIANO: Dr. Bickel?

DR. BICKEL: 1I"ve two questions
for the sponsors. | was struck by the
disconnect between the report of the prior
RiskMAP results from the FDA and the plans of
the sponsor for the future, and 1 wanted to
comment on that. So 1T I understand it
correctly, they had a very limited indication
to cancer pain, breakthrough cancer pain, and
they have extensive utilization of the drug
prescribing practices for non-cancer pain, and
their RiskMAP was supposed to protect them
from having that excessive prescription to
non-indicated use, but there was a whole lot

of 1t. Now they"ve come back and they want to
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expand 1t, and 1 was Impressed with the list
of their i1tems. But I wanted them to reflect
on how 1t is the case that things got so out
of hand on the first case, and how are they
going to make sure that doesn®t happen again?
How are they going to be more responsive?
Because apparently it wasn®t responsive in the
first case.

The second thing I wanted to
inquire about is I wanted to understand the
new risk plan. It seems to me that if a key
feature i1n preventing a sort of a second
occurrence of the expansion of prescribing was
in there, but | wasn®"t 100 percent sure if 1
understood i1t. So is it the case that you“re
going to require that every pharmacy that will
ever Till a prescription of your medication or
a doctor who is going to write a prescription
for 1t or a patient who Is going to receive it
are going to be signed up In what 1 think was
called your COVERS program?

DR. FLOYD: I will address your

Page 210

Neal R. Gross and Co., Inc.
202-234-4433

de0d978d-3e60-4294-82e9-7da3e190a5d7




© 0 N oo o b~ w N P

(Y
(@)

11
12
13
14
15
16
17
18
19
20
21
22

first question in reference to the off-label
use, and then 1°11 have --

ACTING CHAIR SORIANO: Excuse me.
Can you just i1dentify yourself for the
transcriber and public record?

DR. FLOYD: My apologies. Eric
Floyd, Vice President and Worldwide Head of
Regulatory Affairs. You posed two questions.
Your Tirst question was to get a better
understanding of the off-label utilization of
our drug currently and which also occurred
with Actig. Your second question was a
clarification iIn our risk management plan,
which 1s currently termed COVERS, and what
will be the impact on that plan iIn reference
to the pharmacy, the patient, and the
physician. 1 will address the first question.
Dr. Jeurgen Schmider will address the second
question.

In reference to the utilization of
the drug, unfortunately we have seen more than

80 percent of off-label use of our drug that"s
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been written outside of the cancer patient
population. And the reality and the fact of
the matter is, irrespective of that, we have
been unable to control 1t from the mere fact
that we don"t have the ability to educate and
train physicians and patients. We, as a
sponsor, are encumbered from actually doing
that because we don"t have the indication.
Therefore, we pursued the clinical development
program to address that. And what we
presented today was the first evidence of
actual efficacy and safety within the patient
population.

So the only way for the sponsor to
actually address it is to research it. Do
controlled clinical trials to address 1t. So
we knew this was occurring within the Actiq.
We proactively addressed i1t and developed
Fentora for both cancer and non-cancer. We
initially gained the cancer indication. We"re
here presenting to you today to address this

off-label use. There i1s no other way to
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control it than to educate the physician and
the patient on 1t. We are prohibited from
doing that without the indication. So that"s
why we"re here today.

1"d like Dr. Schmider to address
our COVERS program and risk management.

DR. SCHMIDER: I believe 1
understand your question is how close is
COVERS going to be?

DR. BICKEL: |[Is the start of the
COVERS program a necessary prerequisite and
condition of physicians prescribing,
pharmacies handing out, and patients receiving
this medication?

DR. SCHMIDER: Your understanding
IS correct. Prescription Fentora cannot be
issued 1T the prescriber or the patient have
not enrolled into our registration database.
In addition, Fentora can only be obtained from
pharmacies that are part of our distribution
network, and all these pharmacies will have

the electronic link where this check off the
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enrollment Into the database can be done.

ACTING CHAIR SORIANO: Dr.
Francis?

DR. FRANCIS: Again, Dr. Schmider,
IS a question on the COVERS program. As far
as the role of the pharmacy in how the drug 1is
dispensed, I mean there®s a number of errors
we noted i1n the FDA data where there®s
problems with conversions and things like
that. Will the pharmacy be an active
participant in the hard stops that have to
occur to prevent misapplication of the
medication? It wasn"t clear to me exactly how
that process would work. Are they just a
pass-through?

DR. SCHMIDER: To address your
second question First, the pharmacy is part in
providing the hard stop; and i1f the
prescription is being denied, 1t will happen
at the point of dispensing at the pharmacy
terminal. The pharmacist will receive the

pop-up message saying Fentora cannot be
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dispensed and the reimbursement process will
not be completed. So that is a hard stop
provided there. 1711 be happy to walk you
again through the functionality of the system
iIT you want me to.

DR. FRANCIS: 1 guess we can ask
afterwards. One other question: in terms of
cash reimbursements, how would that fit iInto
the system? Is that a bypass, or is that
incorporated somewhere?

DR. SCHMIDER: We are currently
looking for solutions for cash transactions.
It"s still part of the details that we"re
trying to work out for the system.

ACTING CHAIR SORIANO: Dr. Kirsch?

DR. KIRSCH: 1 have two guestions.
First, one way to interpret the data to the
sponsor is that you had growth and off-label
use. I*m wondering 1If you have data, maybe
survey data, from providers who care for
patients with cancer pain as to why they

prefer not to use this drug for breakthrough

Page 215

Neal R. Gross and Co., Inc.
202-234-4433

de0d978d-3e60-4294-82e9-7da3e190a5d7




© 0 N oo o b~ w N P

(Y
(@)

11
12
13
14
15
16
17
18
19
20
21
22

pain in their patient population?

DR. FLOYD: 1711 call Dr. Fine to
the podium to address that.

DR. FINE: This i1s Perry Fine from
the University of Utah. 1 don"t have any
knowledge of any studies that have ever been
done looking specifically at oncology
providers or patients, specifically oncology
clinics, determining, you know, what"s
triggering their use or non-use of Actiq and
now Fentora for these cancer patients. What
we have 1s the data that suggests that from
the original cancer trials that patients have
an overwhelming preference. In fact, in those
trials, it was greater than 90 percent
preference and doubled on the cross-over
trials for the oral transmucosal fentanyl
product compared with the typical short-acting
oral agents.

DR. KIRSCH: My second question
for the sponsor relates to the plan to limit

the access of sales reps to a limited number
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of prescribers. And I"m wondering, during
that period, will you limit your advertising
so that other providers, or how will you limit
your advertising so that other prescribers
won"t jump on the bandwagon and prescribe this
medication to the population that we"re
concerned about?

DR. FLOYD: Dr. Messina will
address that question.

DR. MESSINA: So the only way one
can prescribe the medication is through
registration through COVERS where we ensure
that that individual has attested to
understanding the safety messages for that.
The advertising details, sort of the broad
advertising details have not been worked out
with the new COVERS program, etcetera. But
the way we intend on ensuring the safety of
that i1s that no one would be able to prescribe
it until they"ve attested to that, which is
different than what we have today where

someone can provide the prescription whenever
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they want.

ACTING CHAIR SORIANO: Dr. Nelson?

DR. NELSON: I have several
questions, as well, 1f I can. In the study,
with the double-blinded study that you had
done, I guess one of the concerns I had 1is
this must be a very difficult drug to double
blind or to blind to the patient because,
obviously, 1t"s got a fairly dramatic effect
compared to placebo. Was there anything done
to determine whether or not the patients knew
whether they were getting the placebo or the
study drug?

DR. FLOYD: Okay. And your second
and third question?

DR. NELSON: 1 can make up as many
questions as you"d like.

DR. MESSINA: This 1s a typical
design that"s been done with the cancer
population both for Actig, as well as Fentora,
and 1t was carried over into the non-cancer

population. There"s no indication that the
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patients were able to distinguish between the
two. You saw in some of my slides there is
actually, at times, it can be a substantial
placebo response we know with all analgesics,
particularly with an acute pain situation like
this, which does iIndicate that there®s
unlikely a recognition on the part of the
patients of which treatment that they“re
getting.

DR. NELSON: My second question
actually 1s I know in one of your slides you
actually said something to the effect that
the, 1 forget the exact wording, but that the
pharmacokinetics or the clinical pharmacology
of this drug better approximates the
breakthrough pain syndrome, which is a true
statement, although it may be a little bit
misleading perhaps, 1 think, because i1t seems
that the peak pain occurs iIn three to five
minutes and i1t tends to resolve within 30 to
60 minutes or so, whereas the drug®s peak

onset or peak effect doesn"t really occur
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until 30 to 60 minutes or so. So, you know,
although they do better match, 1t seems like
for the majority of patients the pain syndrome
will have been markedly alleviated or gone by
the time the drug really kicks into what you
consider to be moderately full effect; i1s that
not right?

DR. MESSINA: 1 don"t think iIt"s
exactly right, and I think partly because the
survey data suggests to us that the median
duration is 60 minutes of a breakthrough pain
episode, suggesting that for a lot of patients
It"s more than an hour. We know from the
placebo control data that we show a response
through that two-hour time period for which
we"re showing benefit ever iIncreasing. You
are correct that patients oftentimes, when
they will take this medication, will have
already had the breakthrough pain start and,
In some cases, It may be at i1ts maximum
intensity. But our feeling is that by

providing medication that those get on top of
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the pain sooner. You can actually provider
relief sooner, and that i1s the objective, as
opposed to waiting up to 45 minutes to 60
minutes for something to occur.

ACTING CHAIR SORIANO: Dr.
Nussmeier?

DR. NUSSMEIER: Yes. 1 was
pleased to see the clinical studies that were
done, the efficacy studies, which my
understanding is they were completed through
a 12-week period?

DR. FLOYD: Yes, ma"am.

DR. NUSSMEIER: My question is 1in
cancer pain patients and maybe more
importantly In non-cancer pain patients, what
happens after 12 weeks? What"s the likely end
point for these patients? |1 mean, do you
anticipate they"ll be taking Fentora for life?

DR. FLOYD: Dr. Messina?

DR. MESSINA: The population we
have are patients who are already on opioids,

on around-the-clock opioids, and In most cases
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the patients who have entered the trials have
been on those opioids for a number of years.
So whether they will be on Fentora for the
rest of their life i1s unclear, but 1t"s likely
that these patients will be taking Fentora for
a long period of time or opioids for a long
period of time. The studies that we conducted
IS up to 18 months in duration, which are some
of the longest studies we"re aware of within
the opioid arena for treating patients.

DR. NUSSMEIER: Do they eventually
become tolerant?

DR. MESSINA: I think tolerance is
an issue you see with all opioids. It"s
difficult to determine tolerance to the
around-the-clock opioid versus the
supplemental opioid you use for breakthrough
pain. It"s part of the management that has to
be done with these patients either through
opioid rotation or through evaluating the
effectiveness of the medicine as you continue

to use it.
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ACTING CHAIR SORIANO: Dr. Wolfe?

DR. WOLFE: 1t seems from the data
presented this morning, particularly by the
FDA, that aside, for the moment, of the issue
of expanding the use by legitimizing what is
already 80 percent of the use right now, which
iIs the off-label non-cancer pain use, that
there i1s a serious problem existing that
bespeaks the need for much better risk
management. And we heard some very good
suggestions by Ms. Best as to what was
deficient and what the company is doing now.

The question 1 have really for the
FDA, generally Dr. Throckmorton and Dr.
Rosebraugh and anyone else at the table there,
iIs could you consider, even if you don"t
decide to approve this expanded use, coming
down much more hard on the company in terms of
better risk management just under the
currently approved cancer indication?
Certainly, there seems to be every indication

that 1t"s needed, and obviously the hook is
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different if you are hooking 1t with the
approval of a new indication. But do you not
have the authority right now to seriously
escalate the requirements that you have for
risk mitigation, which 1 like better than risk
management anyway? Could you just answer
that, whoever would like to answer it?

DR. THROCKMORTON: We do have new

ACTING CHAIR SORIANO: This 1s Dr.
Throckmorton.

DR. THROCKMORTON: Oh, sorry.
This is Dr. Throckmorton. We do have new
authorities on the FDAAA, Dr. Wolfe, as you
know. We"re in the process of working exactly
out what those new authorities mean. As we
learn new information about safe use or, In
this case, potentially unsafe use, we"re going
to need to use those authorities to the extent
we need to to make changes. In this
particular case, what that would mean |1

wouldn®t want to say now.
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DR. WOLFE: So no one there has
any i1dea as to whether right now FDA has the
authority to force the company to ramp up
seriously the risk mitigation? You can"t
answer that question right now?

DR. THROCKMORTON: There®s no
question that we understand those authorities
to expand what we can work to achieve both iIn
regards to labeling and In regards to more
restrictive kinds of risk management. Exactly
how that"s going to work, exactly how that
would play out In this case, you know, that"s
the thing we would need to work out.

ACTING CHAIR SORIANO: Dr. Zuppa?

DR. ZUPPA: 1 have two questions,
the first of which i1s for the sponsor. It
seems that the COVERS program that you"re
proposing will really apply to the outpatient
setting, and 1 imagine that patients with
chronic pain will be hospitalized i1n the
Iinpatient setting or in rehabilitation

settings. And 1 was wondering how inpatient
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prescribing for Fentora will be addressed?

DR. FLOYD: Dr. Schmider?

DR. SCHMIDER: Dr. Schmider again.
This 1s part of the details that we"re
currently exploring, and obviously that"s also
one of the concerns that we"re having. We
want to cover as many scenarios as possible,
including as many pharmacies as possible
within the United States but also hospital
settings, hospice settings, and other
settings.

DR. ZUPPA: Okay. My next
question is for Jeanine Best. With regards to
the RiskMAP, just from the discussions that
happened today it seems that a lot of the
medication, the adverse events associated with
this drug have to do with the prescriber and
conversion from Actiq to Fentora. And | was
wondering 1T there was any consideration of
one of the goals of the RiskMAP to be
addressing prescribing errors?

MS. BEST: Well, actually, 1
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think, as the medication errors, and 1 know
Dr. Arnwine can address those better, the
medication errors occurred across all levels:
prescriber, pharmacists, and patient. And as
we look towards revising the RiskMAP, 1 mean
looking at revising the goals i1s also a
possibility.

DR. ZUPPA: 1 have one more
question. I1°"m not quite sure who to direct it
to, but 1n looking at the trends of opioid use
for non-medical indications, there is a rise
in the 12 to 18-year-old and the 18 to 25-
year-old, and there was no discussion today iIn
looking at how these children are getting the
drug. Yesterday, we talked a little bit about
getting 1t from parents or getting i1t from
friends or relatives. Can anybody address how
these children are getting the drug?

DR. HERTZ: 171l start.

ACTING CHAIR SORIANO: Please
identify yourself.

DR. HERTZ: Oh, sorry. This is
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Sharon Hertz, Deputy Director of DAARP. We
would think that i1t would be the same as we
heard yesterday, that the primary source for
misused prescription drugs is still the
medicine cabinet. We don"t really have
anything to suggest that for this group of
drugs, the oral transmucosal fentanyls, it
would be different than for the other opioids.
DR. SCHNOLL: This is Dr. Sidney
Schnoll. 1 would agree with what Dr. Hertz
said, but what"s very important as part of the
risk management plan there i1s information
about safe storage and also, as was mentioned,
working closely with groups like the
Partnership for a Drug Free America and other
organizations that are actively involved in
providing public service announcements and
other information regarding the overall abuse
of prescription medications, particularly out
of the home. There i1s that cooperation, so
there®s a strong attempt to address this

situation about which we are very concerned.
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ACTING CHAIR SORIANO: Mr.
Yesenko?

MR. YESENKO: This question is for
the sponsor, specifically the chief medical
officer. The patient/physician registries,
are they currently in place, or is that
something you®"re looking to create with the
new indication?

DR. RUSSELL: Right now, the
systems that we have iIn place are the start up
of the NotifyRx, which is the pharmacy type
program, and the patient safety activation
card. So the approach that we are proposing
now for the new indication to link those two
systems to provide a complete patient,
pharmacy, and physician registration system.

MR. YESENKO: So the answer i1s no?

DR. RUSSELL: Not yet.

MR. YESENKO: No. Okay. And this
Is another question for the sponsor. What is
the date of the most recent update for your

inserts on Fentora, labeling inserts? What is
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the date of the most recent update?

DR. FLOYD: The latest update was
in February of 2008 in which all labeling was
updated based on an agreement with the FDA,
and that included our risk management
implementation: labeling carton/container and
MedGuide.

MR. YESENKO: Thank you.

ACTING CHAIR SORIANO: We have
five more minutes until lunch, and we"ll have
time for two more questions. One is from Dr.
Throckmorton, and the next will be for Dr.
Maxwel l.

DR. THROCKMORTON: Thank you. 1°d
like to return to what Dr. Day said. 1 was
also struck by the list of tools and
interventions that I think Dr. Schmider talked
about. One 1n particular you listed was
product returns and disposal. That"s a tool
I think a lot of us are iInterested iIn in this
field, but 1t wasn®"t clear to me whether

that"s a part of your proposed risk mitigation
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strategy or not.

DR. SCHMIDER: This is a tool that
iIs already available in the current risk
management plan RiskMAP.

ACTING CHAIR SORIANO: Dr.
Maxwel 1?

DR. MAXWELL: For the sponsor,
I"ve read all this. There"s some very
intriguing ideas. One of the things that is
currently being done is presence at national
meetings to provide in-person educational
opportunities, and I have a real question. |1
was at the American Conference on Pain
Medicine April 3rd through 5th, and I picked
this up. And, interestingly, the product
Iinsert that i1s encased iIn here is the first
one that was published in June 2006. So I
guess my question to the sponsor is 1f you"re
providing educational services to people at
pain management conferences, why are they
being given outdated inserts?

DR. FLOYD: There®s a transition
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time or period that it takes iIn order to
approve the final label for our product and
promotional information.

DR. MAXWELL: No, sir. The first
one was June 2006. After that, there was
another dated October 2007. 1"m not talking
about the February one.

DR. FLOYD: And the promotional
period, may 1| see i1t, Dr. Maxwell?

DR. MAXWELL: Sure.

ACTING CHAIR SORIANO: Can you
identify the object, too, for public record?

DR. FLOYD: We can identify a
Fentora promotional pen and the prescription
information. Now, this was received at which
meeting, ma®am?

DR. MAXWELL: American Conference

on Pain Medicine, April 3rd through 5th, 2008,

New York City.
DR. FLOYD: 1 can"t explain it.
All that 1 can say is when we initiate a new

labeling, which has been approved by the
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Agency, which was approved in February 2008,
there usually 1s a transition period from
which we recall all information and we then
reissue all the latest prescribing information
that includes all of our promotional material.

ACTING CHAIR SORIANO: And Dr.
Hertz would like to make a couple of comments
before we break for lunch.

DR. HERTZ: We were just wondering
1T you have any additional information on the
drug return and disposal program on its
success and how much 1t"s utilized.

DR. FLOYD: Dr. Messina?

DR. MESSINA: We"ve had the
process In place with the original RiskMAP.
It"s in the patient materials, as well as iIn
the package insert, but we have not had anyone
utilize the system to date.

ACTING CHAIR SORIANO: Okay. It"s
12:00. We will now break for lunch, and we
will reconvene again in this room for the

public discussions at 1 p.m. 1°d like to
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remind everyone to please take any belongings
with you that you may want at this time. The
ballroom will be secured by the FDA staff
during lunch break, and you will not be
allowed back into the room until reconvene.
And, panel members, please remember that there
should be no discussion of topic during lunch
amongst yourselves or with any member of the
audience. Thank you.

DR. WATKINS: Committee members,
for those wishing a little privacy during
lunch, the Montgomery Room has been set aside
for you. 1It"s right behind the restaurant.

(Whereupon, the foregoing matter
went off the record at 12:03 p.m. and went
back on the record at 12:59 p.m.)

ACTING CHAIR SORIANO: Good
afternoon. At this point, we will start the
public open hearing. The Food and Drug
Administration and the public believe In a
transparent process for information gathering

and decision-making. To ensure such
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transparency at the open public hearing
session of the Advisory Committee meeting, the
FDA believes that i1t iIs important to
understand the context of an individual®s
presentation. For this reason, the FDA
encourages you, the open public, at the
beginning of your written or oral statement to
advise the committee of any financial
relationship that you may have with the
sponsor, I1ts product, or of direct
competitors. For example, this financial
information may include the sponsor®s payment
of your travel, lodging, or other expenses iIn
connection to your attendance at the meeting.
Likewise, the FDA encourages you,
at the beginning of your statement, to advise
the committee 1t you do not have any such
financial statements or relationships. |If you
choose not to address this issue of financial
relationships at the beginning of your
statement, it will not preclude you from

speaking.
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The FDA and this committee place
great importance in the open public hearing
process. The insights and comments provided
can help the Agency and its committee enter
consideration of the issues before them.

That said, In many instances and
for many topics, there will be a variety of
opinions. One of our goals today is for this
open public hearing to be conducted in a fair
and open way where every participant is
listened to carefully and treated with
dignity, courtesy, and respect. Therefore,
please speak only when you®re recognized by
the Chair. |1 thank you for your cooperation.

DR. WATKINS: Our Ffirst open
public hearing speaker is John Markman.

DR. MARKMAN: Good afternoon. My
name 1s John Markman. [1"m a pain management
physician and specialist who lives iIn
Rochester, New York, where 1 practice at the
University of Rochester. | run a university-

based pain management center and direct
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clinical research. 1°d like to thank the
committees for the opportunity to speak today
about this important issue. | would also like
to disclose that I"ve come here today at my
own expense, but my research is supported by
the federal government, as well as Pfizer
Pharmaceuticals and Endo Pharmaceuticals, and
I have participated iIn speakers bureaus for
Pfizer Pharmaceuticals, as well.

So 1"ve come here today, as my
first slide suggests, to talk about
breakthrough and chronic non-cancer pain. And
my concern specifically is that the meaning of
breakthrough and chronic non-cancer pain is
not clear. And my goal is to propose to you
the need for further study of this indication.

So 1°d like to begin by saying
that this 1s not about whether opioids and
fentanyl i1n particular have analgesic
efficacy. |1 think that"s a settled matter, as
we"ve heard this morning. And it"s also true

that 1n a patient such as this one, whose
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scan, actual CT scan, we see here, that
opioids are the mainstay of the treatment of
breakthrough pain In cancer. This patient®s
story, a tragic one, a 34-year-old gentleman
with progressive osteosarcoma, there you can
see on the left iInvading his pedicle, as well
as his L5 and S1 nerve roots, experienced
cancer-related breakthrough pain. And what"s
important about this case to i1llustrate is
that there®s a clear anatomy to what®"s causing
the breakthrough pain and a clear
pathophysiologic mechanism. That is a very
well-studied phenomenon. There are over 35
original clinical trials looking at the role
of opioids In cancer pain.

In contrast, the evidence base for
breakthrough In non-cancer pain is relatively
limited, the principal setting being a
telephone study of 228 patients and the
original studies which have been presented
today.

And 1t"s important to realize that
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many factors can cause breakthrough, even in
cancer pain, where this was originally
described in the iIn-patient setting in
patients with advanced cancer. It could be
related to dosing or pharmacokinetic issues,
such as the under-dosing of a long-acting
opioid or the end-of-dose effect of an opioid.
It could be due to pharmacodynamic issues,
such as opioid tolerance or opioid-induced
hyperalgesia.

It could be due to iIncident pain,
such as when this patient would get up to go
to the commode and there would be some tension
placed on his entrapped S1 nerve root or
further periosteal i1nvasion of structures by
the inflammation associated with a growing
tumor. In his case and often iIn the case of
cancer-related breakthrough pain, there®s an
underlying well-defined disorder as the
advancing size of the tumor and the
consequences of that structural problem and

the pathophysiologic complications and
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implications of the inflammation around the
tumor, which are so important to understanding
breakthrough pain. But even in that specific
context, there is a significant amount of
debate among self-identified cancer pain
specialists as to what breakthrough i1s in
cancer pain, and it"s already a complex
differential diagnosis.

Now, here is a patient with a
transient flare of pain without cancer. He"s
a 54-year-old gentleman. He, too, has
relatively well-controlled background pain on
a long-acting opioid, and he has multiple
flares per day. 1t is extremely complex to
understand what drives the variations iIn pain
intensity In this particular patient. And
It"s Important to note that breakthrough pain
INn non-cancer pain, whatever it iIs, is not
acute pain because acute pain goes away and
that"s not true of breakthrough and chronic
non-cancer pain. It always comes back.

And 1t"s also Important to note
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that, unlike the first patient with cancer,
the pain i1s not tightly coupled to tissue
injury or damage. As iIn this case, where this
gentleman has recurrent knee pain, his skin or
his x-ray of his knee will never change in
that left leg pain, but he will continue to
experience this pain at varying levels of
intensity. And were we to treat every one of
those flares over a lifetime, 2.4 flares of
breakthrough pain a day, 24 years, 21,024
rapid-acting opioid doses later, how good
would his pain control for these so-called
variations of pain intensity be when there are
so many other alternatives: behavioral
modification, anti-inflammatories, and other
strategies that could control his pain because
his life is not a series of 60-minute SPIDs
all 1n sequence. His pain i1s embedded In his
biography and his life story, and it"s
important to recognize that if you just look
at the 60-minute outcomes iIn efficacy you“re

going to be reinforcing some of the behaviors
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which might make this patient lose function
over time because he®"s going to be treating
each episode, each variation iIn pain
intensity, as a unique episode of tissue
injury potentially.

So 1t ma