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PROCEEDI NGS
Call to Oder

CHAI R FARRAR: Good nmorning. My nane is
John Farrar. I'mthe acting chair for this neeting.
I"d like to call the neeting to order.

I ntroduction of Conmittee

CHAIR FARRAR: |'d like to start, perhaps,
goi ng around the table introduci ng oursel ves, and
where you're from

Jim do you want to start?

DR ElI SENACH: |'m Ji m Ei senach, an
anest hesi ol ogi st from Wake Forest University.

DR HENTHORN: Tom Hent horn fromthe
Uni versity of Col orado, Department of
Anest hesi ol ogy,

DR DWORKIN: Bob Dworkin fromthe
Uni versity of Rochester.

DR WL.ODY: David Wody. |I'man
anest hesi ol ogi st at the State University of New
York, Downstate Medical Center.

CHAIR FARRAR: |'m John Farrar, a

neur ol ogi st at the University of Pennsylvania, and
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a clinical epideniologist.

DR. FERRETTI - ACETO Victoria
Ferretti-Aceto, the Executive Secretary for the
Anest hetic and Life Support Drugs Advisory
Conmittee.

DR RAPPAPORT: |'m Bob Rappaport. |'mthe
Director of the Division of Anesthesia, Anal gesia
and Rheumat ol ogy Products at the FDA.

DR SIMONE: |'m Art Sinmone, Lead Medica
Oficer--Acting Lead Medical Oficer--for
Anesthetics in the sane Division

DR KASHOKI: Mmongo Kashoki, Acting Pain
Team Leader, same divi sion.

DR. HERTZ: Sharon Hertz, Deputy Director

DR SORI ANOG Sul picio Soriano, Children's
Hospital, Boston, Departnent of Anesthesi a.

DR. ROCA: Ri goberto Roca, Deputy Director

Qpen Public Hearing Session

CHAI R FARRAR: W need to read some
gui dance about this particul ar meeting.

Both the Food and Drug Admi nistration and

the public believe in a transparent process for
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1 i nformati on gathering and deci sion-naking. To

2 ensure such transparency at the open public hearing
3 sessions of the advisory commttee neetings, FDA
4 believes that it is inmportant to understand the

5 context of an individual's presentation.

6 For this reason, FDA encourages you, the
7 open public hearing speaker, at the begi nning of

8 your witten or oral statenent, to advise the

9 committee of any financial relationship that you
10 have wi th any conpany or any group that is likely
11 to be inpacted by the topic of this neeting. For
12 exanple, the financial information may include a
13 conmpany's or a group's paynent of your travel,

14 | odgi ng or other expenses in connection with your
15 attendance at the neeting.

16 Li kewi se, FDA encourages you, at the

17 begi nni ng of your statenment, to advise the

18 committee if you do not have any such financia

19 rel ati onshi ps.
20 If you choose not to address this issue of
21 financial relationships at the begi nning of your

22 statenment, it will not preclude you from speaki ng.
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Wth that, 1'd like to open the public
heari ng.
[ Pause. ]
Apparently the AV is not working quite up
to snuff.
The first speaker is Eugene Sinclair, the
AM Soci ety of Anesthesi ol ogi st s.
Dr. Sinclair?
James Sinclair, MD., Anerican Society of
Anest hesi ol ogi sts
DR. SINCLAIR Good morning. M nane is
Dr. Eugene P. Sinclair. | have no financia
conflicts involved with this testinmony that | am
about to give.
I ama board certified anesthesi ol ogi st
and i mmedi ate past president of the American
Soci ety of Anesthesiol ogi sts--or ASA. For our
40, 000 menber physicians, patient safety is
par anount .
I am here today to present ASA' s position
on FDA Petition #2005P-0267, which seeks to renove

t he warni ng | anguage fromthe package insert for
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the anesthetic drug propofol--or Diprivan. A
formal letter form ASA stating our concerns was
sent to the FDA on Cctober 19, 2005. ASA strongly
bel i eves that the requested | abel change should be
denied. Neither clinical data nor the best
interests of patient safety support the request.

I will elaborate on the mmjor points
covered in our letter: first, the risk that
propofol may induce a state of general anesthesia
necessitating that the physician be able to
recogni ze and manage |ife-threatening anesthetic
conplications; and, second, crucial evidence that
it may be safely administered by clinicians not
trained i n anest hesi ol ogy.

The first and forenost point is that
propofol is a powerful anesthetic agent that can
produce varying |l evels of sedation along the
continuum from sedation to general anesthesia. It
is not possible to predict how an individua
patient will respond within this continuum
Because of propofol's extrenely rapid onset and

hi gh potency, the desired | evel of sedation is
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easily and often exceeded. Wade variation in

i ndi vi dual response to a standard intravenous dose
of propofol often causes a patient to enter an

uni ntended state of general anesthesia within as
little as 30 seconds. There is also an inpressive
20-fold variation anong individuals in the rate of
met abol i sm of propofol. It is inperative to note
that propofol has no antagoni st or reversa

medi cations--in contrast to benzodi azepi nes and
narcotics, the other sedatives that are currently
used by non- anest hesi ol ogi st physi ci ans.

Due to the potential for rapid, profound
changes in sedative and anesthetic depth, and the
| ack of antagonist agents, drugs such a propofo
require special attention. This neans that the
clinician adninistering propofol nust have the
techni cal skill, know edge and experience
i nstantaneously to recogni ze and rescue a patient
experiencing any of the sequella of genera
anest hesi a, which include |ife-threatening
respiratory and cardi ovascul ar ener genci es.

Therefore, the physician should have the
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10

education and training to nanage the potentia
medi cal conplications of sedation and anest hesi a.
The physician should be proficient in recognizing
and managi ng the often subtle signs of adverse
respiratory or cardi ovascul ar events to prevent
conplications such as hypoxia, hypoventilation,
bradycardi a, tachycardi a, hypotension, hypertension
And failure to rescue has consistently--and
reported in the gastroenterology literature as a
promi nent cause of poor outcones. In particular,
that literature shows greater rates of
conplications anpbng patients with inperfect health
and patients who are ol der than 50 years of age

Sone state health agencies are al so aware
of the threat to patient safety. Between the years
2001 and 2004, no fewer than 38 deaths related to
the performance of endoscopies in anbul atory
surgery centers were reported to the Florida Health
Care Adm nistration Board of Medi cine.

We note that many gastroenterol ogi sts work
wi th anesthesiol ogi sts or CRNAs and are unwilling

to jeopardi ze patient safety. For that reason
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1 some of ACG s own nenbers oppose its stance on

2 propofol, and the ACG s inmedi ate past president

3 has said that he believes '"that this is the nost

4 internally divisive issue in clinica

5 gastroenterology at this tine."

6 Privileges to adm ni ster genera

7 anesthesia awarded by the facility in which a

8 physi cian practice are the best indicator of

9 satisfactory training and experience in the use of
10 propofol. Renoval of the warning |abel fromthe
11 propofol package insert wll encourage the use of
12 propofol by practitioners with inadequate training
13 and experience--particularly in non-accredited

14 facilities where credentialing is not required,

15 such as private offices

16 Wth 20 percent of procedures already
17 being perforned in private offices, and the

18 proportion expected to grow, this will pose a nmjor
19 patient safety risk. Not all private offices or
20 endoscopy centers are equi pped or staffed for

21 energency care--even |lacking the basic skill to

22 perform energency endotracheal intubation. Nor are
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they located within a couple of mnutes of
anest hesi ol ogi st or emergency physician services.
We have heard of facilities relying on a 911 cal
as their front-line enmergency system This is not
accept abl e.

The ACG petition also seeks the renoval of
the portion of the propofol |abel warning that the
i ndi vi dual admi ni stering propofol should not be
involved in the conduct of the diagnostic or
surgi cal procedure. W are concerned that granting
the petition would make it nore |ikely--especially
in the private offices nentioned above--that the
gastroenterol ogi st perforning the endoscopic
procedure night not use a second clinician to
adm ni ster the propofol and nonitor the patient
continuously with no other responsibilities. A
desi gnated individual, other than the practitioner
perform ng the procedure, with no other
responsibilities nust be present to nonitor the
patient throughout the procedure. This is
i ndi spensable to the safety of sedation with

popul ati on.
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The ACG presented many studies in support
of their position. W asked Methodol ogy G oup of
the ASA Cormmittee on Practice Paraneters to anal yze
the studies cited, using standard techni ques for
assessing the strength of literature and the
preparati on of evidence-based practice paraneters
The net hodol ogi sts concl uded that the studies did
not provide sufficient statistical or
nmet a- anal ytical evidence to address the two mgjor
safety concerns: first, use of propofol by
non- anest hesi ol ogi sts; and, second, the invol venent
of the sane physician responsible for the sedation
in the conduct of the surgical or diagnhostic
pr ocedur e.

Only on of the studies sufficiently
addressed the adninistration of propofol by
anest hesi ol ogi sts compared to
non- anest hesi ol ogi sts. I n a recent abstract of
that study, the investigators, not surprisingly,
concl uded that the adm nistration of propofol by
anest hesi ol ogists is associated with a | ower

relative risk of cardi opul nonary conplications
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conpared to its administration by
non- anest hesi ol ogi st s.

Anot her reason why the studies cited in
the petition fail to establish the safety of
propofol is that the expected anesthesia nortality
rate in healthy patients is one in every 300, 000
cases. Al of the studies conbined do not
enconpass 300, 000 patients. The nunber of cases
required for statistical significance far exceeds
t hat nunber.

The American Soci ety of Anesthesiol ogists
is proud of its success in bringing the rate down
to this level, but doubts that clinicians with | ess
skill, training and experience than its nenbers can
achi eve an equival ent safety record when
admi ni stering deep sedation or general anesthesia.

Renovi ng the warni ng | abel from popul ati on
woul d encourage its w der use by other
non- anest hesi ol ogi sts, and the nunber of
complications woul d be even greater if that were to
occur. For exanple, energency room physicians face

particular risks, since their patients are not
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usual ly fasting, and thus can be expected to have a
hi gher incidence of aspiration. Pediatricians have
even greater challenges titrating propofol for
their imuature patients.

There is no evidence to show that patient
safety woul d be protected by the proposed | abeling
nmodi fi cation.

G ven the totally inconclusive research
presented to this commttee on the safety of
propofol administration--with or w thout continuous
moni toring of the patient--by
non- anest hesi ol ogi sts, and the irrel evance of
econom ¢ concerns di scussed in the ACG petition.

The FDA nmust deny the petition and shoul d
not change the warning | abel on propofol.

Thank you.

CHAI R FARRAR: Are there any
clarifications? Requests by nenbers of the
committee?

[ No response. ]

Al right--next I'd ask Carol Rose, MD.,

testifying as a private citizen.
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1 Carol Rose, M D.
2 DR. ROSE: Thank you very much. M/ nane is
3 Dr. Carol Rose, | ama board certified

4  anesthesiologist at the University to Pittsburgh

5 Medi cal Center, and a former menber of this FDA

6 conmittee on Anesthesia and Life Support Drugs.

7 I have no financial conflicts.

8 I am here today to share nmy coments on
9 what | believe to be a significant risk to

10 anest hesi a patient safety.

11 Propofol, a potent and comonly used

12 anest hetic agent currently carries a warning | abe
13 which mandates that it should be adm nistered only
14 by persons trained in the adninistration of genera
15 anest hesia. On June 28th, the Anerican Col | ege of
16 Gastroenterology filed a petition with the FDA

17 seeking to renove that warning.

18 In trai ned hands, propofol offers many
19 advant ages over other drugs used for sedation

20 because of its rapid onset and short duration of
21 action. However, sone practitioners have been

22 lulled into a fal se sense of security, allow ng the
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drug's good safety profile to influence their
beliefs that propofol is safer than it really is.

Propofol dosing and titration is variable,
based on the patient's tol erance to the drug.

Pr of ound changes can occur rapidly, and a patient
can go frombreathing normally to a ful

respiratory arrest in seconds, even at |ow
doses--and wi thout warning fromtypical assessnent
paraneters. Simlar to mdazolam the side effects
of propofol include apnea and hypotension. The
propofol warning | abel expressly states that
overdosage is likely to cause cardi orespiratory
depressi on which should be treated by artificia
ventilation with oxygen.

The risks of this nedication are quite
significant if adnministered inproperly. M/ concern
with |l essening the label's restrictions is that
i ndi vidual s who | ack the proper and extensive
training in anesthesia will be unfamliar with
vital functions such as assessing respiratory
status, supporting, maintaining, nmanipulating,

and/ or intubating the airway in order to keep
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patients safety sedated

Many non-anesthesia care providers are
unawar e of the differences between conscious
sedation--al so known as "noderate sedation--and
deep sedati on and general anesthesia, or are unable
to maintain that difference when they intend to.
Tangential to that, they lack the day-to-day
experience working with this and other potent
anest hetic agents. Again, just |like mdazol am
where a nunmber of fatal overdoses were seen in
gastroenterol ogi sts' offices, the use of propofo
by non-anesthesia trained providers could result in
simlar disasters.

And | will tell you that the facility
where | work, when the gastroenterol ogists were in
charge o the sedation in the A |ab, we had
multiple Condition A and Condition C s, which are
the overhead calls for help for resuscitation. And
when the anesthesia departnent took over the care
of those patients in the G |ab, those calls
essentially went to zero.

According to a Novenber 1st article
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published by the Institute for Safe Medication
Practices, a gastroenterol ogi st asked a nurse to
prepare "10 nlL" of the drug for a patient
under goi ng endoscopy. And 10 ng/nlL, that requested
dose was 100 ng, a dose far too large for the
circunstance. The nurse obtained the drug from an
aut onat ed di spensi ng cabi net via override before
she transcribed the order to the patient's record.
Anot her nurse--who was trained in the use of
nmoder at e sedation, but not deep sedation or
anest hesi a- - assi sted the gastroenterol ogist. After
questioning the physician about the dose, she began
admi ni stering the propofol via an infusion punp.
The patient suddenly experienced respiratory
arrest. Fortunately, ICU staff were able to help
with the enmergency, and quickly intubated and
ventilated the patient.

A simlar case involved a Florida
physi ci an who thought he coul d safely admi nister
propofol hinmself while perform ng a breast
augnentation. Unfortunately, this patient, a young

worran, di ed of hypoxi c encephal opat hy because he
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failed to notice the patient's rapidly declining
respiratory status, as had his surgical assistant,
who was not qualified to nonitor patients under
deep sedati on or anesthesi a.

And | have that | SMP report here. And
woul d like to read the conclusion of that | SWP
report.

"The debate about who should be allowed to
adm ni ster propofol may continue. But one thing is
cl ear: whenever propofol is used for sedation or
anesthesia, it should be adm nistered only by
persons who are trained in the adm nistration of
drugs that cause deep sedation and genera
anest hesi a; and, nunber two, able to intubate the
patient if necessary; and, nunber three, not
i nvol ved simul taneously in the procedure itself."

In brief, the Anerican Society of
Anest hesi ol ogi sts, the Anerican Associ ation of
Nurse Anesthetists, and the American Association
for the Accreditation of Anbul atory Surgica
Facilities believe that only persons trained in the

admi ni stration of general anesthesia, who are not
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si mul taneously involved in the procedures, should
adm ni ster propofol to non-ventil ated patients.

The Pennsyl vani a Soci ety of
Anest hesi ol ogi sts--of which | am a past
presi dent--and the Pennsyl vani a Associ ati on of
Nur se Anesthetists has previously issued a joint
statement in this regard. | have supplied the
committee with a copy of that statenent. And you
will note the final paragraph--which is the essence
of it--states that the drug should be adm nistered
"by a practitioner with training and experience in
t he managenent of general anesthesia."

The inportance of that statenment is that
no one--even an experi enced anest hesi ol ogi st--can
predi ct when sedation will progress into a genera
anesthetic. Therefore that person nust be able to
manage a general anesthetic in all ways--and, in
this case, nust be able to do all aspects of airway
managenment and nai nt enance of vital signs.

As a physician who is an anesthesi ol ogi st
| see no benefit in lessening the restrictions of

this warning label. As a nedical doctor, | am

file:///C)/dummy/1110ALSO.TXT (21 of 30) [11/22/2005 1:49:32 PM]

21



file://IC{/dummy/1110ALSO.TXT

10

11

12

13

14

15

16

17

18

19

20

21

22

22
rem nded of the section of the H ppocratic GCath,
which reads: | will seek the counsel of
particularly skilled physicians where indicated for

the benefit of ny patient,” and "I will follow that
met hod of treatnent which according to nmy ability
and judgrment, | consider for the benefit of ny
patient, and abstain fromwhatever is harnful or

m schi evous. "

It is my opinion that the efforts of this
petition seemto contradict these statenents.
Lessening these restrictions would result in many
adverse outcones and a reduction in the quality of
care provided to the patients.

And | would like to quote one of our
recent past presidents of the American Society of
Anest hesi ol ogi sts, who used his notto for his
entire year of presidency. And he said, "After
all, it is all about the patients."

So, for patients' safety sake, we request
that you not change the | abel of this drug.

Thank you again for allowing ne the

opportunity to speak before you. And | would be
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happy to answer any questions that you nay have.

CHAI R FARRAR: Any issues or clarifications
requested by the comittee?

[ No response. ]

DR. RCSE: Thank you.

CHAI R FARRAR: Thank you very nuch.

And our | ast speaker in this segnent is
Mark Koch, MD., MB. A, for Somia, |ncorporated.

Marc Koch, MD., MB.A ,, Somia, |Incorporated

DR KOCH: |1'd like to thank the comittee
for allowing ne a few m nutes to share ny thoughts
on the petition put forth by the American Coll ege
of Gastroenterol ogy.

My nane is Dr. Marc Koch, and | am a Board
Certified Anesthesiologist, Certified Pain
Managenent doctor, and assistant clinical adjunct
processor of anesthesia at SUNY at Stoneybrook. |
al so serve as president and chief executive officer
of Sommia. Sommia is an anesthesia nmanagenent
company. In 2006, we will anesthetize over 100, 000
patients in the anbul atory setting in nine states.

We are very fanmiliar with the clinical
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applications of this drug as specifically discussed
here today.

We have seen clinically, in the operating
room in all the states where we cover, where this
drug is an extrenely potent drug. In the G
literature where they talk about this drug, they
talk about giving 30 ng, a fewcc's at a tine, and
di scuss how that's safe.

As a practicing anesthesiologist, | can
tell you a pure sedative drug |ike propofol, at a
| ow dose like that, will cause disinhibition. Wen
t he si gnoi doscope gets flexed, when sonet hing
pai nful occurs, the patient's going to react. What
wi Il happen clinically is nore frequent doses wl|l
be given, and large doses will be given--until such
time as the patient cannot nove. Wen the patient
cannot mnove, they have therefore slipped into deep
sedati on or general anesthesia. That is a clinica
reality.

When this drug is being used, it's being
used to cause deep sedation or general anesthesia.

Even sone of the studies by the @ fol ks have shown
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that the BI'S nonitor--which nmonitors the | evel of
arousal --indicates that the patients are under
general anest hesi a.

As ot her speakers have nentioned here
today, there's no antagonist to this drug. The
degradation could vary by 20-fold, and the
responsi ve patients could vary renmarkably. A dose
whi ch coul d have me tal king here to you right now
coul d put sonmebody el se to sleep, and coul d put
sonebody el se sonewhere in between

The net point | wanted to tal k about
briefly was specialization. Medicine has cone an
enornous way through specialization. Fifteen years
ago, 20 years ago, when there were just
gastroenterol ogi sts, now we have hepatol ogi sts,
nutritionists, pancreatol ogists--you nane it. And
that's the because the body of literature, the
ability to keep abreast and take the best care of
patients is achieved by studying | ess and know ng

nor e.

And we feel that this petition is taking a

step backwards. I1t's encouraging people--licensed
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practical nurses, registered nurses, nedica
assi stants, or other physicians not trained in
general anesthesia, to be handling potent
anesthetic agents with no reversal agents with no
reversal agents. To us that is worrisonme, it is
dangerous, and the results could be catastrophic.

My third point is the data. The data
whi ch they have put forth takes a | ook at 100, 000
patients. Some studies have nuch | ess, sone a
little bit nore. |If you take a look at their
studies, the one thing | could say with absol ute
certainty is there is no conclusive proof that this
medi cation, used by fol ks who are not trained in
the administration of general anesthesia, in the
mul titude of settings in which it will be used,
will result in the sane patient outcones as in the
hands of anesthesiol ogists or trained anesthesia
pr of essi onal s.

Don't forget: 20 percent of all surgery
occurs in physicians' offices. Mre than half
occurs in anbul atory surgery centers. These

facilities are far amay froman ICU  They're far
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away from an energency room They're far away from
an anest hesi a work group.

We're not the only people who feel this
way. In addition to the American Society of
Anest hesi ol ogi sts, the Anerican Associ ation of
Nurse Anesthetists, the Joint Comm ssion on
Accreditation of Health O ganizations, the American
Associ ation for the Accreditati on of Ambul atory
Surgical, Facilities, the Nursing Boards of nore
than 12 states--and additional state |egislatures,
i ke Pennsyl vania and New Jersey, have said
concl usively, without recourse, that this
medi cation should only be used by people who are
trained in general anesthesia.

W' ve al so spoken to many
anest hesi ol ogists to get their feedback on this: do
we speak al one or do we speak in unison? W have
over 300 signatures of anesthesiol ogists, which
represents--they're just a little bit less than 1
percent that we got in one neeting, from people who
felt the sane way.

And the nost inportant point | want to get
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to--and | saved what | consider to be nmy nost

i mportant point for last: 20 percent of all surgery
occurs in office-based facilities. Veristan and
SMG nmar keti ng have done studies whi ch have shown
this to be the case. Many payers are inplementing
programs to contain costs by shifting procedures
fromthe hospital to the surgery center to

of fi ce-based surgical facilities. There are fewer
indirect costs, and a nore cost-effective

envi ronnment can be achi eved. Many payers are
initiating prograns that are going to shift
procedures to less intensive, |ess costly settings,
whi ch neans patients are going to receive
anesthesia in these settings.

If this | abel change goes through, we
could find up to 20 percent of patients being cared
for--froman anesthesia point of view-in
environnments that are very far away from hospitals,
very far away from surgery centers, very far away
fromICUs and ERs--20 percent.

I want to just put this in sort of a rea

situation here. You know, one out of every five of
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us who nmay undergo a procedure nay have it occur on
the 13th floor of a comrercial office building. It
may occur in a storefront endoscopy suite, with a
check-cashing store on one side, and a grocery
store on the other. Wuld you feel confortable if
the gastroenterol ogist, along with a nedical

assi stant, was administering you a does of propofol
for your procedure? Far away fromthe hospital,
far away fromthe ER far away fromthe | CU?

If you don't feel confortable with that
situation, then | think it speaks for itself about
why this petition should be decli ned.

I'"d be happy to answer any questions.

CHAI R FARRAR: Any questions or
clarifications?

[ No response. ]

DR. RCSE: Thank you very nmuch.

CHAI R FARRAR: (Ckay--thank you.

| believe that that concludes the session.

So we conclude the open public hearing session for
the Anesthesia and Life Support Drug Advisory

Conmittee Meeting on Novenber 10, 2005.
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W will ask for everyone who's not a
menber of the committee to | eave the room Those
that will be participating in the closed session,
pl ease have your FDA identification ready, as we'll
be signing you in before we re-enter the room
Thank you.
[ Wher eupon, at 9:43 a.m, the open neeting
concl uded, the Conmittee to reconvene in closed

session inmmedi ately foll ow ng.]
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