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currently conducted with propofol. Is that of
all endoscopic procedures?

DR. KLINE: Dr. Cohen?

CHAIR FARRAR: Could you just to
clarify that?

DR. COHEN: Yes, the numbers have
gone up over the last several years, as |
think many of us are aware. But it 1is
estimated, at the current time, that 38
percent of all endoscopies iIn the U.S. are
performed with propofol being given by an
anesthesia provider.

CHAIR FARRAR: Being given by an
anesthesia provider. So those would be taken
care of, iIn the settings that were just
described, they would be taken care of, they
woulld not be office procedures. Is that
correct?

DR. COHEN: No. In fact, if you
look at utilization of anesthesia provider or
MAC sedation by site it is probably is higher

in the office settings than i1t is In either an
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ambulatory or surgical center or hospital but
in fact 1t 1s really across the board. Using
MAC sedation given by an anesthesia provider

can occur in any of those three settings.

CHAIR FARRAR: Okay. And just, so
the second part of that slide talks about the
difficulties or potential difficulties in
using propofol; burning on injection, risk
associated with lipid emulsions. Is the
propofol, the 38 percent here, only part of
MAC and -- or is it used for less complex
anesthesia procedures now?

I guess what 1 am asking is,
propofol can only be used with an
anesthesiologist present. 1Is that correct?

DR. COHEN: There i1s some use of
propofol by non-anesthesia providers. And
there are a small percentage, somewhere iIn the
range of Ffive to seven percent, of propofol
use 1s being given currently by non-
anesthesiologists.

CHAIR FARRAR: Which brings me to
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the last question which i1s really directed at
the company. Which is, that in terms of
ongoing obviously any clinical development
procedure process will involve a relatively
small number of patients because of the way in
which i1t i1s conducted. The question then
about what happens when 1t is introduced into
the general population is something that can
only answered, and what happens with large
numbers of patients exposed, can only be
answered at the time when i1t i1s actually given
in a larger population, usually after
approval.

And I wonder if you could be
clear. You have talked about the educational
roles that you hope to play. What about the
monitoring roles and the ongoing monitoring to
try to help to answer some of the questions
that have been asked here. Not simply about
your products but about sedation in general.

DR. KLINE: I would like to ask

Dr. Sirek to speak to pharmacovigilance.
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DR. SIREK: We will, of course, be
practicing good pharmaco vigilance and so we
will be collecting spontaneous reports but we
will not be dependent on that. We will be
also proactively looking to gather information
from other sources. We don"t yet have formal
contracts in place with anybody awaiting what
the final product label will be, so that we
can judge appropriately. Slide up, please.

You have already heard though
about the CORI initiative, that is the leading
endoscopic research and data repository on
which some of the information that Dr. Cohen
based his slides on. And we believe either
this particular one or something similar will
serve to give us some very early feedback on
the success of training, on the actual rates
of sedation-related adverse events added a
much broader population. As you can see, the
sites were both community and academic. So
that i1s just one example of how we will seek

to gather additional safety data, once the
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product 1s marketed.

CHAIR FARRAR: Okay, thank you.
Ms. Aronson.

MS. ARONSON: My two questions
relate to the benefit versus the risk. In
slide CM-6, I note that 25 percent of patients
with the standard sedation utilized propofol.
And given that the sponsor®s one of the
primary benefits is risk of bacteria
infection, | wonder iIn the retrospective study
that i1s listed in CM-11, whether you have the
statistics on risk of bacteria infection for
propofol.

DR. KLINE: For propofol?

MS. ARONSON: Yes.

DR. KLINE: Dr. Cohen, can you
speak to that?

DR. COHEN: One of the problems of
performing a retrospective study on a database
Is that you are limited to whatever has been
entered into the database and, unfortunately,

this particular database does not capture some
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of the, sort of the delayed complications,
which infection will certainly be.

I mean, if you look at some of the
earlier literature in propofol, there were
reported cases of sepsis, even death, related
to the use of propofol, before i1t was
recognized that there were certain good use
practices that would reduce or minimize the
risk of complication.

But to answer your question, in
short, the answer is no, that was not captured
in the CORI database. So we don"t have the
information, unfortunately.

MS. ARONSON: And to follow up,
what about a comparison of hypoxemia?

DR. COHEN: Asking about hypoxemia
in this -- well, I think that 1if you look at
the data shown in the slide, the incidence of
all cardiopulmonary complications, which
included all of the complications listed here,
plus others, including -- slide up please --

and they included both transient hypoxemia, as
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well as -- included hypoxemia. The overall
incidence was 1.1 percent in the colonoscopy
population. It was not broken down further in
terms of the specific complications.

MS. ARONSON: You don"t have
propofol.

DR. COHEN: 1"m sorry?

MS. ARONSON: 1 guess | am missing
a comparison.

DR. COHEN: I see. Looking at the
other study that looks specifically at
propofol, 1 think you have to recognize there
were 11,000 cases. It was a separate study
that was published looking at the use of
propofol.

You have to recognize in that
particular analysis, also that was based on
the CORI data, they did not, they did not
specifTically report on the specific
complications. Again, the incidence being
somewhere in the range of about one percent,

plus or minus for all complications but 1t was
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not broken down into specifically the specific
complication.

MS. ARONSON: Okay. And just
finally, the issue that the FDA raised about
the potential of reclassification of this
drug, I"m just wondering about any risk
management, whether the sponsor has considered
that at all.

DR. KLINE: The classification
that you are talking about, the controlled,
certainly the risk plan that we will adapt
will be appropriate to the scheduling class
that 1s assigned to fospropofol.

CHAIR FARRAR: Dr. Kirsch.

DR. KIRSCH: So that was actually
exactly my question. The data that Dr.
Schultheis showed us demonstrating euphoria in
individuals who drink your compound, that is
data from your place, so | assume that you
must have something in the works to try to
mitigate the risk of diversion of that

compound. Could you share with us what your
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preliminary plans are?

DR. KLINE: Certainly risk of
diversion will be very important with the
product. 1 don"t believe we have specific
slides that can address that now but we
absolutely will put the appropriate controls
on the supply chain to minimize that risk of
diversion. We are very aware of 1t and we
will proactively do all we can to minimize the
risk for diversion.

CHAIR FARRAR: Dr. Epstein.

DR. EPSTEIN: Yes, | have a
question directed to Dr. Leslie.

Dr. Leslie, In a perfect world, i1f
this drug was being used for moderate sedation
analgesia, what specific training or
guidelines would you like to see implemented
or would be your recommendation for
implementation, if this drug was available
commercially?

DR. LESLIE: Certainly. 1 think

they have listed for you as to what the
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company had put in the original proposal for
their Pl but 1t really comes down to the
simple, three-part plan that they have. And
number one i1s that 1 want to make sure that
the patient really does fit the bill for mild
to moderate sedation. And that,
unfortunately, relies on the actual
physician®s experience and theilr expertise.
In other words, 1 will see pulmonologists who
will do what I would call ASA IV"s routinely
sedate them themselves, and manage patients
who start with hypoxia to begin with and feel
perfectly comfortable managing that. 1 don"t
see a gastroenterologist or another
endoscopist doing it that way. So, patient
assessment and their experience in knowing
what they can and cannot safely do with a
particular patient and a particular procedure
type.

The second aspect is the education
of the clinicians as to the specific

differences between this sedative and the ones
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that they may be currently using. And it
really relates to the fact that this i1s a
prodrug. It does not have a rapid onset.
There 1s metabolism required and so their
whole timing has to readjusted. It is no
different than we learn any new drug. You
have got to learn when you can give it, how
long does 1t take to peak, and when can you
re-dose i1t. It will take specific
instructions.

The third important part is going
to be how you actually monitor the person,
look for the predictable side effects and the
training of that person who Is present in the
room. Number one is, | do believe you need a
person who is primarily dedicated, as designed
in the ASA recommendations primarily managing
the patient and their sedation. Yes, they can
break away for a little this, little that.
Not to say they can"t assist for short
periods, but primarily they are to manage the

patient®s sedation. That person needs to have
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basic airway management skills at least to
that level.

I think in backup, either the
physician who is directing the sedation by the
other health care professional must have ACLS
certification or immediately available someone
in the office, someone within a few hundred
feet, has that capability In case they need to
go to further advanced airway support, such as
bag-mask-valve, or maybe even intubation.

Now, the data as done iIn the
studies show that they never needed that ACLS
person. But in fact, 1 think, for safety
reasons because it i1s going to take a little
bit of learning period, as with any new drug,
you need to err on that side.

One other point that didn®"t come
out, you realize they did i1t In 24 sites for
colonoscopy, 26 or so for the bronchoscopy.
And 1T you look at the numbers, that means
that they really did 10 or 11 cases per site.

So, 1 am actually encouraged by that sort of
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lack of steep learning curve that they didn"t
have trouble with the first or second patient.
I do a lot of clinical studies and quite
often, we kind of struggle the first few times
to get 1t right.

So I was actually, you know, |
thought that was a good sign that whoever was
doing the drug administration, whatever airway
training skills they had, whatever backup they
had from the start seemed to work. But I do
emphasize, as | said, iIn several spots in my
risk management presentation, it is extremely
important that they follow all of the
guidelines that the ASA has clearly laid out,
that you have got to have basic airway skills.
You can"t let people give this who are not
skilled and privileged to do that and have
got to have backup that can extend beyond that
because sedation is a continuum. And It can
happen that that hypoxia can be persistent and
they have got to have somebody immediately

available to rescue them.
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DR. EPSTEIN: As a follow-on
question, do you believe that ACLS is adequate
for airway management, as it iIs currently
designed?

DR. LESLIE: I think as long as
you have done an appropriate ailrway assessment
prior to getting into that situation, yes. A
simple i1nsertion of an airway, bag-mask
ventilation, If that is appropriate, yes.

I do think that there i1s going to
be a challenge from time to time of what is an
appropriate airway. 1 think Dr. Nussmeiler®s
question and others about the morbidly obese
patients, those are difficult to assess. The
incidence of obstructive sleep apnea and where
does that fit. Different institutions have
different policies there. And we will have to
rely on a lot of local and institutional
policies that have already worked a lot of
these details out as to where they feel
comfortable.

I know In our Institution, we have
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seen a lot more need for MAC anesthesia iIn the
endoscopy suite. And it really relates to
older patients, massively obese patients, much
sicker patients. And the choice to use MAC,
I think is the right choice. 1t would not be
a right choice to say well, let"s make
fospropofol work here. Those patients still
should receive the current care that they are
getting.

CHAIR FARRAR: Dr. Sang.

DR. SANG: Thank you. This i1s for
Dr. Cohen. What proportion of the 60 plus
endoscopies that do not involve an
anesthesiologist require the reversal of
either benzo or an opioid? 1 may have missed
it.

And then how are these captured?
Are these captured under the category of
cardiopulmonary events or are they captured
separately, so you can actually answer this
question?

DR. COHEN: Now, you are referring

Page 215

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

2laebalb-2e25-4d78-b004-0d9ebd1b17f3




© 0 N oo o b~ w N P

(Y
(@)

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

to practice in general?

DR. SANG: Yes.

DR. COHEN: To the best of my
knowledge, there really are no data indicating
what the use of reversal agents is. | can
tell you that i1n our personal practice, It iIs
extraordinarily small. In fact, we recently
have, we have reviewed our own personal
experience and we have actually had to use
antagonists only three times i1In the past five
years, performing somewhere in the range of
15,000 endoscopic exams. So | think that
going to a reversal agent i1s actually quite
uncommon.

DR. SANG: Okay, thank you. 1
have a second question which is, 1 may have
heard incorrectly, is it standard of care to
allow the person primarily managing sedation
in the endoscopy suite to be pulled and assist
in the procedure. Is that standard of care?

The reason | ask i1s because, as

you know, the temporal resolution of the
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monitors in the operating room are not as good
as our eyes. And if that is the case, 1T no
one 1s watching a patient at every second, |
am not sure I understand. |If you could just
explain.

DR. KLINE: Yes. The ASA
guidelines for moderate sedation, which we
have attempted to be consistent with, we are
consistent with In our proposed label,
indicate that for moderate sedation, as we are
proposing, a designated individual monitor the
patient and that that individual can assist
with brief interruptible tasks. So that is
per the ASA Guidelines for Sedation by Non-
Anesthesiologists.

CHAIR FARRAR: So actually, 1
think we are going to end this morning®s
session with Dr. Nallani and then we will
speak about how we will conduct this
afternoon. But there will be time for
additional questions after lunch.

DR. NALLANI: 1 have a question
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for the sponsor. It relates to slide CP-9, if
you can get that up.

DR. KLINE: Slide up.

DR. NALLANI: Thanks. It 1s
indicated the five percent of subjects had
plasma concentrations of about two micrograms
per mL. Do the sponsors have any idea of the
demographics of these subjects with respect to
body weight or age?

DR. CULLEN: We do. The patients
who exceeded two micrograms per milliliter,
there were 22 samples that exceeded that
level. We looked at all those patients
represented by those samples. Those samples,
I would remind you, represent a PK level from
the population PK study that was drawn after
as few as one or as many as seven supplemental
doses.

And to answer your question, of
the patients whose level exceeded two, only
three patients all i1In the bronchoscopy study

reached a MOAA/S level of one. And only two
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patients with a high level had sedation-
related adverse events of one hypoxemia and
one hypotension. Actually not the same three
but different two.

CHAIR FARRAR: Okay. I will ask
Teresa to make some announcements before we
call the session to a close.

DR. WATKINS: All members that had
previously registered for the open public
hearing, regardless of whether you have
already checked in at the front desk, please
stop by at the meeting registration desk
before you go to lunch.

Thank you.

CHAIR FARRAR: Before we end, |
would like just to make a comment about this
afternoon. We will have the open public
hearing beginning promptly at 1:00 and 1 would
like to ask the panel members, the committee
members to please, before you duck out for
lunch, review the questions that are iIn your

packet. There are four slides that are there.
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And prepare any questions that you may have
that you would like answered iIn order to be
able to deal with those questions, to be sure
that we cover them in the discussion section
this afternoon, so that we can move
expeditiously through this process.

We will now break for lunch. We
will reconvene again In approximately an hour,
promptly at 1:00. So please try and be here
a few minutes early.

Please take any personal
belongings with you that you need at this
time, although the room will remain secured
with FDA personnel present. You will not be
allowed, necessarily, back into the room until
close to the time of reconvening.

Panel members, please remember
that there should be no discussion of the
topic during lunch amongst ourselves or with
any member of the audience. Thank you.

(Whereupon, at 12:04 p.m., a lunch

recess was taken.)
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A-F-T-E-R-N-0-0-N S-E-S-S-1-0-N
(1:00 p.-m.)

CHAIR FARRAR: If we could get
started, we are beginning the open public
hearing section. Both the Food and Drug
Administration and the public believe In a
transparent process for information gathering
and decision-making. To ensure such
transparency, at the open public hearing
session of the Advisory Committee meeting, the
FDA believes 1t is important to understand
that the context of an individual®s
presentation should be known.

For this reason, the FDA
encourages you, the open public speaker, at
the beginning of your written or oral
statement to advise the Committee of any
financial relationship you may have with the
sponsor, its products and, if known, its
direct competitors.

For example, this financial

information may include the sponsor®s payment
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of your travel, lodging or other expenses in
connection with your attendance at this
meeting. Likewise, the FDA encourages you, at
the beginning of your statement, to advise the
Committee if you do not have any such
financial relationships. |If you choose not to
address this issue of financial relationships
at the beginning of your statement, i1t will
not preclude you from speaking.

The FDA and this Committee places
great importance on the open public hearing
process. The insights and comments provided
can help the agency and this Committee in
their consideration of the i1ssues 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
way, an open way, where every participant is
listened to carefully and treated with
dignity, courtesy, and respect. Therefore,

please speak only when recognized by the
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chair. Thank you for your cooperation.

DR. WATKINS: Our first speaker 1is
Atul Shah.

DR. SHAH: Thank you. 1 would
like to thank FDA to allow me to speak to
Anesthetic and Life Support Drugs Advisory
Committee. MGI Pharma has agreed to pay for
my time and travel expenses In connection with
today®s meeting.

I am a board certified
gastroenterologist practicing in a private
group practice in southern Maryland, and we
have performed more than 100,000 endoscopies
in the last 20 years between me and my
colleagues. And 1 also had an opportunity to
participate 1In 0522 study as a primary
investigator and enrolled 30 out of 314
patients in that study.

Just to explain to you, 90 percent
of endoscopies that are done In our endoscopy
center, which is on the hospital grounds. And

we have ability to get anesthesia within two
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to three minutes and they have been very
fortunate to accommodate us iIn a timely
fashion.

Currently, only sedation we have
available is benzodiazepines with the aids of
narcotics. We have faced tremendous problems
with Inadequate pain control, which is our
primary concern, in almost 25 percent of our
cases. And patients have been dissatisfTied
with the available sedation to the
gastroenterologists to us and to the country.

Colonoscopy requires heavier
sedation than upper endoscopies in our
practice. And we have not been able to
provide adequate sedation at this point. Deep
sedation, prolonged deep sedation we have
noticed In benzodiazepines currently, with as
little as 122 milligrams in elderly
population. And on other side, we have seen
hypotension, unpredictable responses, even in
high dose of ten milligram of benzodiazepines.

And propofol, which has been
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currently increasingly used by the
gastroenterologists throughout the country and
worldwide, with more than half a million
experiences not given by an anesthesiologist
or what we call as NAPs with no complication,
no deaths noted so far.

Fospropofol in the recommended
dose of 6.5 milligram per kilogram, provided
mild to moderate sedation iIn adult patients
undergoing short diagnostic therapeutic
procedures in colonoscopy and bronchoscopy,
with adequate acceptable safety performance.
The most common adverse reaction which we
noticed were paresthesia and pruritus, which
IS very transient, and most patients did not
recall these events.

Both physicians and patients
recorded a high level of satisfaction in our
study. And almost all of our patients were
willing to be treated again with fospropofol
again.

I strongly believe there i1s a need
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to train physicians and nurses with strict
adherence to the protocol, which has been
published, and to avoid repeating the same
mistakes we have made following the use of
midazolam two decades ago.

Despite the lack of reversal agent
at this time for fospropofol and intended dose
of 6.5 milligram per kilogram, i1t should be
made available to the physicians and with the
assistance of trained personnel who are one-
on-one monitoring the patient for mild to
moderate sedation, we should have i1t made
available without the bolded statement as
being done 20 years ago with propofol.

We do need future Phase 4 studies
and disseminating guidance to train the
physicians who can properly guide their
assistant in use of fospropofol. And also
there should be a caution exercised when used
In conjunction with benzodiazepines, which may
have a synergistic effect.

The use of capnography and
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transcultaneous carbon dioxide monitoring
might help to aid iIn Phase 4 trials iIn
effectively recognizing hypoventilation,
compared to use of pulse ox which i1s not even
available when we used to give benzodiazepines
in our hospitals.

DR. WATKINS: Thank you. Our next
speaker i1s Stanford Plavin.

DR. PLAVIN: 1 paid my own way.
I"m here to talk. 1"m an advocate for patient
safety. And the Tirst thing that struck me
about this was the fact that 1 was wondering
why an anesthesiologist did not speak on the
medical need of an anesthetic drug to the
Anesthesia and Advanced Life Support
Committee. But, irrespective of that, first
slide.

I represent the National Coalition
for Quality Colorectal Screening and Care. It
IS a broad spectrum approach.
Gastroenterologists, surgeons, primary care

physicians, anesthesiologists, patient
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advocacy groups. We are deeply concerned that
the 1mproper labeling of this type of drug
will not promote the safe and colon cancer
screening tests that are readily needed iIn our
society.

The FDA"s stated mission iIs to
protect the consumer in advanced technology.
I think to protect the consumer i1s the most
important thing. Fospropofol is considered a
prodrug form of propofol. And just a
definition, a prodrug Is a medication that 1is
administered in i1ts active or less active form
and then metabolized to an i1n vivo form as an
active metabolite. In this case, propofol.

This 1s from an excerpt from Drugs
of the Future back in 2006. It has a
description of fospropofol, which showed that
It was a water-soluble prodrug of propofol
designed to overcome some of the disadvantages
of the lipid-based form which were, obviously,
pain on Injection and hyperlipidemia. The key

statement here is that fospropofol i1s released
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to form propofol from the prodrug and
equilibrates rapidly into the brain tissue to
exert a dose-dependent anesthetic effect.
These Phase 1 studies, obviously we have done
Phase 2 and Phase 3, the sponsor has, but it
showed even greater potency than the lipid-
based propofol.

As far as the future of
gastroenterology and fospropofol, obviously,
it will 1nevitably find its wide-spread use
amongst gastroenterologists, as represented by
the i1nterest groups here today. But if
approved without the appropriate warning and
labeling, leading to what catastrophic events
that 1 am sure the FDA and the panel here
doesn®"t want to happen. In fact, the AGA
Institute, which represents the family of
people here today, says "In many instances,
sedation-related education iIs under-
represented in the United States. Most mid-
level professional training and moreover

sedation-related continuing education Is not
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commonly available to mid-career
endoscopists.” I"m sure that a lot of the
people here meet that criteria.

So, this will potentially expose
millions of patients to a drug that
gastroenterologists, even by their own
assessment of their own AGA Institute are not
appropriately trained to employ and administer
safely.

So, our role is to advocate for
better sedation options but with the safety
and quality necessary. Sedation success has
been shown that percentages in the 90 plus
range with fospropofol had more than 25
percent who were considered In deep sedation
or greater. We need to improve patient access
to screening, and this drug may do just that,
but 1t needs to be studied further and
properly labeled as as to protect the patients
It 1s designed to serve.

Just some brief observations. The

onset of all narcotics and anxiolytics are
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different, yet the labeling is essentially the
same. Therefore, the use of fospropofol,
which has different pharmacokinetics and
dynamics which has been elicited here today
should be labeled and shown the same respect
of 1ts parent drug.

The Institute for Safe Medical
Practices showed that fospropofol, i1ts
predecessor propofol, should have strict
product labeling. 1"m sure we are all
familiar with this and I don®"t see any reason
why this current formulation of the medication
should be looked at otherwise.

So 1 would like to thank you on
behalf of the thousands of physicians and
patients who aren®"t here to hear their voice
heard. And 1 would also like to thank you
because I am sure you are aware of all of the
data that has come out recently, and some of
it 1s obviously extremely concerning, but i1t
Is In the best iInterest to have this drug

studied more.
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We as physicians all have medical
licenses. But I don"t want a person who has
a driver®s license flying my airplane when I
travel, nor do 1 want someone with no
expertise --

DR. WATKINS: Thank you. Our next
presenter is Kumar Belani.

DR. BELANI: Thank you. My visit
here has been sponsored by MGI. |1 also have
consulting and speaking agreements with
several other pharmaceuticals and biomedical
companies.

I am an anesthesiologist and, over
the last 30 years of experience is being
dictated here, 1 not only administer general
anesthesia but 1 also sedate patients
undergoing diagnostic and therapeutic
procedures. | have participated iIn training
programs that train nurses and physicians that
provide sedation for patients needing
diagnostic procedures.

At my iInstitutions, sedation
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services are always supervised and ordered by
a physician. During sedation, a care team
approach i1s used and includes the full-time
presence of a trained nurse with or without a
physician or the training that is solely
dedicated to the care and monitoring of the
patient needing sedation. Along with the
supervising physician, this team is skilled
and undergone advanced training in the
continuum of sedation and monitoring. A pre-
sedation assessment and care plan is
documented for each patient. This screening
allows to exclude patients that need the
services of an anesthesiologist.

For sedation, all patients follow
their institutional NPO guidelines and
coordinate the cardiopulmonary monitoring that
Is carried out and documented. | would like
to indicate, and this i1s well-supported by the
literature that we still do not have an ideal
drug that provides safe and satisfactory

sedation for all patients.
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Drugs such as chloral hydrate and
the demerol-fentora-thorazine combination have
been shown to be associated with a significant
risk of serious adverse events. In addition,
the pharmacokinetic profile of these drugs,
namely chloral hydrate and DPT is extremely
unfavorable resulting in a significantly
delayed recovery.

Chloral hydrate and DPT were soon
replaced by the introduction of
benzodiazepines. Previously diazepine was
used but was associated with significant pain
on injection and delayed recovery because of
active metabolites. Water soluble, painless
to inject midazolam then became available and
iIs currently one of the mainstay drugs for
providing anxiolysis, amnesia and sedation.
Unfortunately, midazolam, as you have heard
today, by itself i1s not very important and has
often been associated with patient and
provider dissatisfaction and requiring larger

doses.
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Most commonly, a second drug like
fentanyl, a rapidly acting sharp duration
opioid iIs added to iIncrease its success rates.
Doing this, as one would expect, would add to
the side effect profile and induces the
potential for respiratory depression.

Practitioners and proceduralists
who use this combination have learned to fine-
tune sequencing and dosing to achieve maximum
benefit with the goal to minimize unwanted
effects. In the last decade, endoscopists and
other proceduralists have found the
superiority of propofol for sedation. When
used 1In the proper setting, propofol provides
excellent sedation, patient and provider
satisftaction, when compared to midazolam
meperidine combination.

However, propofol i1s still not an
ideal drug. It is soluble only in lipids and
uniformly causes significant pain and
discomfort on injection. It has a very narrow

therapeutic window and, hence, 1t gets a very
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rapid onset with quickly achieved blood level
that results In significant cardiopulmonary
depression most commonly seen with induction
of anesthesia. This i1s not surprising because
propofol was introduced for inducing general
anesthesia, and practitioners have learned how
to maximize its use for moderate sedation.

What we actually need i1s a better
propofol. Aquavan or fospropofol, I believe,
IS one such option. And the reasons | believe
this 1s the case iIs because firstly, it is
water soluble. Secondly, 1t i1s a prodrug.
This means it takes a little bit longer in
onset than the doses studied. This iInduces a
smooth sedation effect, without the rapid high
peaks that are observed with the lipid
emulsion of propofol.

Next, unlike propofol, the drug is
being introduced as a drug for sedation and
has been studied for sedation for this
purpose.

DR. WATKINS: Thank you. Our next
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presenter is Momen Wahidi.

DR. WAHIDI: Good afternoon and
thank you for allowing me to speak today. |
am a pulmonologist an intensivist, as well as
a clinical researcher and a director of
bronchoscopy at Duke University Medical
Center. | was an investigator on the
bronchoscopy study. 1 have no financial
relationship with MGl Pharma; however, they
did pay my expenses today.

I want to talk to you about my
practice. We do over 2,000 bronchoscopies a
year at Duke, and 1 personally do about 500 of
those. We currently use a moderate sedation
with midazolam and fentanyl. And although it
Is an effective regimen, unfortunately, 1t
falls short of keeping my patients comfortable
in about 15 to 20 percent of the patients.

The problem with this regimen is that we don"t
get predictable sedation. 1t is always a
guessing game iIn the bronchoscopy suite about

what patient i1s going to need one milligram
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Versed and what patient is going to need seven
milligram Versed and so forth.

I am also concerned about the
delayed recovery of this regimen. 1t is
always burdensome for us and for the the
family to wait to talk to them. It iInterferes
with the flow for patients and ourselves.

I want to also point to some
changes in the landscape of bronchoscopy. The
bronchoscopy field is undergoing tremendous
growth. We have a lot of new technologies
emerging In the last five years. We have
endobronchial ultrasound. We have more and
more complicated procedures that require
better sedation and more effective sedation.
And we are also doing more procedures on
patients because of the effects of the tobacco
abuse, the epidemic 1In the last 50 years, as
you know.

Fospropofol provides very smooth
and effective sedation and i1t iIs dose-

dependant. It is predictable and i1t would
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help us do our procedures more effectively.
From the side effect discussion, the relevant
side effects to me, as a bronchoscopist and a
pulmonologist are the hypoxia and the,
potentially, drifting into deep sedation.
What I can tell you i1s today, with the current
regimen that we use, this Is not uncommon.
Unfortunately, bronchoscopy i1s not studied
well. We don"t have a lot of studies and we
take i1t upon ourselves, myself and other
colleagues, to do better bronchoscopy
research.

And what we see today in the
bronchoscopy suite i1s that these are common
occurrences. Most of the hypoxia that we see
Is treated easily with simple maneuvers like
increasing the oxygen flow or repositioning.
Similarly, deep sedation is not common but
when we encounter it, 1t is usually handled
efficiently, quickly, and our nurses, trained
nurses and physicians handle it very

effectively. But i1t does happen today and it
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Is not different than fospropofol.

So, I am hoping that this drug
would be approved because it will help my
patients, it will help my practice and,
hopefully, 1t will help a lot of patients.

Thank you.

DR. WATKINS: Thank you very much.
The next presenter i1s David Lubarsky.

DR. LUBARSKY: Thank you. My name
iIs David Lubarsky. 1 am the Chair at the
University of Miami and MGI did pay for my
expenses and time to be here. My total
consulting fees, 1 have been working with them
probably for four years, represent
significantly less than one percent of my
income. They occasionally consult with me.

My practice consists of nine
different surgical suites In seven different
facilities, including the largest public and
the largest hospital In the United States of
America, as well as a VA, a private hospital

and ambul