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PROCEEDI NGS

JEFFREY SHUREN. Good norni ng, everyone. Just ask
everyone to take their seats. Can folks hear ne in the
back?

Ckay. Good. Well, good norning. |'mJeff
Shuren, the Assistant Comm ssioner for Policy at the FDA
and |1'd like to welcone you to today's hearing on energency
research conducted under FDA's regulation at 21 CFR 50. 24.
W're are very pleased that so many of you are here to
participate in what we believe will be a hel pful discussion
of a conplex and inportant subject.

"' mgoing to place energency research in context
and descri be sone of the general issues that are invol ved.
Dr. Sara Col dkind, FDA's Senior Bioethicist, will then
describe in nore detail the history, regulatory framework,
and FDA' s ten-year experience with the current regul ation,
and she will also outline the steps we will take foll ow ng
today's neeting. Dr. Mchael Carone, Associate D rector
for Regulatory Affairs in the Ofice for Human Research
Protections, will nake sonme specific points about the

Departnent of Health and Humans Services' Secretarial waiver
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of informed consent in certain energency research
Following their remarks, we will turn to the real business
of the day, and that's hearing fromall of you about the
ways in which the energency research process has worked
well, the challenges or difficulties you have encountered,
and any suggestions you may have for inprovenents that can
be made.

| think we should start by being clear about what
we nmean by energency research. Energency research for
pur poses of our discussion refers to planned studies
involving patients who are in an immnently |ife-threatening
situation that requires i nediate intervention, who cannot
gi ve consent, and for whomthere is either no proven or no
satisfactory treatnent. There nust al so be reason to think
that the investigational product that would be adm nistered
hol ds the prospect of direct benefit for the patient. It is
only in this very narrow situation that we have said that it
may be appropriate to proceed w thout obtaining the inforned
consent of the patient. And yet, even in this extrene
situation, the fact that so fundanental a right as the right

to give consent wll be suspended requires, in our
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vi ewpoi nt, a nunber of additional protections for the
patient. The purpose of all our efforts is doing what we
believe is best for the individual patient as well as what
may be best for other individuals who find thenselves in
simlar circunstances in the future.
|"ma neurologist. | know there are many fell ow

health care providers present here today, and any one of us
could find ourselves requiring energency care one day. As
practitioners, we know that nmany energency conditions do not
have proven or satisfactory treatnments. W probably al

have faced a situation of a very ill patient at death's
door, who is unable to conmunicate, and no fam |y nenbers
are present with whom we can consult. Sonething has to be
done to help the patient, and tine is of the essence. 1In
these situations, it is possible that the patient's best
alternative may be a product that is undergoi ng eval uation
Al t hough such use occurs every day in hospitals, clinics,
and other settings in this country, often we don't know how
well the treatnment works. W are sonetinmes caring for
patients in the dark because it is the best we can do.

Emer gency research can hel p us determ ne whet her
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or not a treatnent truly works, but it cones at a price. |In
this case, there is an inherent tension between two
fundanent al conponents of ethically sound research: the
principle of beneficence and the principle of respect for
persons. Enmergency research pronotes beneficence by using
potentially prom sing interventions in the hope of hel ping
the patient as well as by expandi ng our know edge of what
wor ks and what does not work in treating future patients in
t hese energency settings and ultimately providing
practitioners and patients with safe and effective products
they can rely on.

On the other hand, the patients involved, because
of their medical condition are unable to consent to their
participation in research, and therefore it may be
i npossi ble to know what their w shes would be in these
circunstances. |In using the nechanisns provided in the
regul ation, we seek to honor the principle of respect for
persons. All the parties involved--sponsors, investigators,
| RBs, and FDA--have a shared responsibility for the
protection of subjects, especially in the case of energency

research. The regulation inposes additional
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responsibilities on all the parties involved, such as
greater oversight by FDA, community consultation, public
di scl osure, and the establishment of a data nonitoring
comm ttee.

Ten years ago, when we issued the final rule, we
did our best to strike the right bal ance between the
princi ples of beneficence and respect for persons by
narrow y defining emergency research and providing a nunber
of additional safeguards for subjects. W now have a body
of experience with this rule, and we understand that there
are concerns about how to inplenment and interpret sone of
its provisions and requirenents.

We have issued a draft guidance to provide our
current think on the rule to help better informtoday's
di scussion. The guidance will also serve as an interim
source of information as we consider what our next steps
will be follow ng the public discussion at this neeting and
the comments we receive in our docket, both coments on the
guestions we asked in the notice of the nmeeting and conments
on the draft gui dance.

All of us here today are united by our common
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concern for the safety and well-being of patients who find

t hensel ves in nedical energencies. W have called this
nmeeting to hear your views about the conduct of energency
research, including what works in the rule, what may not
wor k, and how m ght we nmeke inprovenents. This is a
listening session for FDA. W wll not nake any deci sions

t oday, and we do not have any preconceived i deas about how,
froma policy perspective, we should proceed from here.

This issues presented in energency research, such as when
are avail able treatnents unsati sfactory, what constitutes
adequate community consultation, even whether or not to
conduct energency research, are difficult and very sensitive
for all involved. They invoke strong enotions,
appropriately so, on all sides of this debate--in patients
and their famlies, health care providers, researchers,

| RBs, sponsors, and ny fellow coll eagues at FDA. W | ook
forward to hearing your views on these issues to ensure that
scientifically rigorous and ethically sound research can be
conducted to develop effective and safe treatnents to

provi de care for those whose |ives are at greatest peri

whi | e denponstrating respect for persons.
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And now I'd like to give you sonme housekeepi ng
details. Today's neeting is being held in accordance with
FDA's regulations in 21 CFR Part 15. Participants are asked
not to interrupt other participants during the presentation,
and questions will be presented or asked only by the FDA
panel. W have seats set aside up front for the fourteen
regi stered presenters so that they can nore quickly go to
the m crophone. And |I'd ask anyone who hasn't taken a seat
there to please do so. The presenters will speak in
al phabetical order. W have one exception just due to a
schedul ing conflict.

Each presenter will be given 15 mnutes in which
to speak, and | have a timer available. |It's got a green,
yellow, and red light. Just be on notice that the yell ow
l[ight wll go off when you have 2 mnutes left, just to |let
you know how nuch tinme is left. And then the right [ight
goes off and then--ny apol ogies--there is a very annoyi ng
beeper at the end, should you run over. Hopefully, folks
will not. And | just ask that you try to finish on tinme in
fairness to others. Follow ng each presentation, the FDA

panel nenbers may ask questions. In addition, we have
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provi ded the presenters with the approximate tinme at which
they will be speaking to try to nake sure we stay on tine.
At the end of this hearing, we will hold an open
m crophone session. | ask that those who wi sh to speak
during this open session sign up at the table in the back of
the room by noon. It's actually the table just outside the
room here. After lunch, | will announce the nunber of
i ndi viduals who will speak and the anount of tine each has
been allotted, and that will depend upon the nunber of folks
who sign up.
| also want to rem nd everyone that the docket
W ll remain open until Novenber 27th, and you may submt
coments on both the issues discussed today and on the
agency's draft guidance until that date. | encourage you to
do so, and we do take every comment into account. | hope
al so that everyone has registered at the table in the back
of the room It will just help us keep a record of the
meeting. And | also want to nmake sure that you all get a
copy of the materials that we have prepared, including a
copy of the regulation and the presentations of the

speakers. Those also can be found at the table in the back.
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W will be breaking for lunch, and we have a |ist of
restaurants. [|f you have not gotten it already, that also
is at the back table. | know sone fol ks may have to travel
alittle bit of a distance, and that's why we built in an
hour and a half for lunch. Lastly, there is a café on the
second floor of this building, if you wish to grab coffee.
Before nmoving forward, | just want to introduce
our FDA panel for today, and actually the first person cones
fromthe Departnent of Health and Human Services. |It's Dr.
M chael Caronme. He is the Associate Director for Regul atory
Affairs in the Ofice for Human Research Protections. To
his left, is Catherine Lorraine, Director of Policy
Devel opnent and Coordination Staff, the O fice of Policy,
Ofice of the Conm ssioner at FDA. Next to her is Dr. Sara
ol dki nd, Senior Bioethicist, Ofice of Critical Path
Prograns, O fice of the Comm ssioner, FDA. Dr. Robert
Tenpl e, Associate Director for Medical Policy, Center for
Drug Eval uation and Research, FDA. Dr. Joanne Less,
Associ ate Director for Cinical Research and Governnent
Affairs, Center for Devices and Radi ol ogical Health, FDA

D ane Mal oney, Associate Director for Policy, Center for
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Bi ol ogi cs Eval uati on and Research, FDA. And Deni se Zavagno,
Associ ate Chief Counsel for Biologics, Ofice of Chief
Counsel, Ofice of the Comm ssioner, FDA

Wth that, let ne turn to Drs. Col dki nd and
Car one.

SARA GOLDKI ND: Before |I begin, I'd |like to take
this opportunity to thank all of you for com ng today and
for offering your views both in an oral format, and we al so
encour age those of you who have not registered to speak, if
you would like to, to please sign up do so. And if you
woul d not like to speak, but would |like to send in your
coments, we would greatly appreciate those as well.

In this presentation, I'd like to build on sone of
the themes that Dr. Shuren has already introduced. [|I'm
going to start with a brief section on the history and a
focused | ook at 50.24, and then discuss in brief the
experience that the FDA has had to date with this
regulation. Dr. Caronme will cone and di scuss particul ars of
the Secretarial waiver. And then we'll conclude with the
i ssues that we hope to have addressed today and next steps

followi ng this neeting.
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Many of you in this room have contributed to the
hi stori cal devel opnent of this regulation, which actually
dates back to the early 1990s, when at that tine, it was
recogni zed that there are unnmet needs for treatnent options
in the enmergency setting. It was also recognized that there
was a need for explicit regulations to pronote research to
val i date enmergency treatnent options. The FDA, at that
time, sought in various manners input fromthe public,

i ncludi ng representatives of patient advocacy organi zations
and the research community. FDA was advi sed that, w thout
alternative inforned consent procedures, energency research
coul d not be conducted, and therefore the safety and

ef fecti veness of energency treatnent options could not be
det er m ned.

Sonme of the significant public input that we had
in the early 1990s that led to the adoption of the
regulation in 50.24 can be seen on this slide, and you al
shoul d have these Power Poi nt presentations. They're at the
front desk. It's a 1994 Congressional hearing which
addressed probl ens encountered in securing informed consent

of subjects, a 1994 coalition conference of acute
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resuscitation and critical care researchers, and that
conference resulted in a consensus docunent which offered
recommendations. Those were submtted and revi ewed by the
FDA, and actually sone of them nmade their way into the
actual regulation itself. 1In 1995, FDA and N H cosponsored
a public forumon energency research, and the office at that
time, at NIH, which participated with FDA in cosponsoring
that public forum was the predecessor office to OHRP now.
Many partici pants expressed at that tinme concern
that the current regul ati ons val ue indivi dual autonony and
the right to infornmed consent at the expense of the
princi ples of beneficence and justice. And we're going to
talk alittle bit nore about the regulation in reference to
these ethical principles in a mnute. The majority of
participants supported new regul ations to clearly permt the
wai ver of informed consent for acute care research if
certain defined conditions and safeguards are net. All of
this public input and careful thought led to the regulations
in 1996. They're called 21 CFR 50.24. And also in 1996,
HHS announced its Secretarial energency research consent

wai ver .
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In addition, FDA has issued two different draft
gui dances: one in the year 2000, and recently we updated
the draft guidance, recognizing that it's an interim source
of information. W felt that we had val uabl e contributions
to share with you all based on our experience to date, and
we wanted to al so provide a context for today's discussions,
but we recognize that there will be a lot that we may | earn
fromtoday's neeting and that there may eventual ly be
changes and updates in those particular docunents as well.

So, nowl'd like to talk a little bit about the
ethical principles of respect for persons and beneficence.
And |'ve taken these two quotes directly fromthe Bel nont
Report, which many of you know was issued by the National
Comm ssion in the 1970s. |In that docunent, it defines
beneficence as "persons are treated in an ethical, not only
by respecting their decisions and protecting them from harm
but also by making efforts to secure their well-being." The
probl em posed by the inperatives is to decide when it is
justifiable to seek certain benefits despite the risks
i nvol ved and when the benefits should be forgone because of

the ri sks.
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Respect for persons, as said by the Bel nont
Report, incorporates at |east two ethical convictions:

"I ndi vidual s should be treated as autononobus agents," and
"persons with dimnished autonony are entitled to
protections."”

VWhat 1'd like to submt is that there's a certain
tension that we have tried to bal ance between beneficence
and respect for persons as found in 50.24. One of the
gquestions we're asking today is, should these principles be
bal anced any differently than they are currently in the
regul ations, and, if so, how?

So, now turning to a focused |ook at 50.24 in
light of these two principles, I'"'mnot going to go through
the regulation in detail. You ve all been supplied with a
copy of it. But I'd like to hit on a few highlights.

One highlight is that, given that informed consent
i s unobt ai nabl e, 50.24 requires additional protections to
further safeguard patients. |RBs, clinical investigators,
sponsors, and FDA have increased responsibility for
i npl enentation of these additional protections. [In other

words, all oversight bodi es have ratcheted-up
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responsibilities given the fact that inforned consent is
wai ved.

So, what |'ve done, in the next few slides, is
listed a few, in a bulleted fashion, a few of the
stipulations from50.24, which I think supports beneficence
or respect for persons.

First of all, |ooking at beneficence, the fact
that the subjects are in a life-threatening situation, that
avai l able treatnents are unproven or unsatisfactory, and
t hat evi dence supports prospective direct benefit to the
subjects--all contribute to the respect for the principle of
beneficence. Additionally, risks associated with the
intervention are reasonable in relation to risks and
benefits associated with the subject's current nedical
condition, standard therapy if any exists, and the proposed
intervention or activity itself. As well, as part of the
honoring of the principle of beneficence, this particular
regul ation requires a mandatory establishnment of an
i ndependent data nonitoring commttee to review, in a
predefi ned manner, safety concerns throughout the trial.

Now, this is the only regulation that requires a
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data nonitoring commttee. Many tinmes, sponsors and the FDA
elect to use a data nonitoring commttee for a particul ar
study, but according to this regulation, it's nmandatory.
Now | ooki ng at respect for persons, | would submt
that the investigator has coomtted to attenpting to contact
the legally authorized representative for each subject and,
if not feasible to do so, the subject's famly nenber.
Provi ding themthe opportunity to object is one manner in
whi ch respect for persons is honored. Additionally, the IRB
has to review and approve procedures for obtaining and
docunenting infornmed consent fromeither the subject, if he
or she becones able to provide it, or the legally authorized
representative. The IRB has to review and approve
procedures for providing an opportunity for a famly nmenber
to object to a subject's participation and al so procedures
for informng subjects, the legally authorized
representative, or famly nmenber of a subject's inclusion in
the trial and the right to discontinue that participation.
Addi tionally, respect for persons is honored by
consultation wth representatives of the conmunities in

which the clinical investigation will be conducted and from
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whi ch the subjects will be drawn. The fact that there nust
be public disclosure to the communities prior to the
intervention and the fact that there nust be public

di scl osure of sufficient information foll ow ng conpletion of
the trial to apprise the community and researchers of the

st udy.

So now turning to our experience. Since 1996, in
t he past 10 years, FDA has received a total of 56
subm ssions to use the rule. Those subm ssions have gone to
CDRH, CDER, and CBER. O those 56 total subm ssions, only
21 of the studies have actually either been conducted, are
currently being conducted, or are about to enroll. There
are a fewtrials that have not enrolled yet. O those 21
trials, the mgjority of themare actually still being
conduct ed.

Now, sone of the reasons for the studies not being
conducted--1 tried to highlight these in red, but |I'm not
sure how well it's transmtting--is the fact that the
studies don't neet the requirenents of 50.24 or the fact
that the studies don't neet the requirenents of either the

| ND or |DE regul ations, under which they have to be
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submtted to the FDA as well. Wen these studies are
submtted, they're submtted with a special letter that has
to acconpany them making note of the fact that the proposal
i ncl udes subjects who would not be able to give inforned
consent.

The FDA reviews these subm ssions very carefully
under 50.24 regulatory requirenents, but, in addition, al
of these studies have to be submtted either under the |IND
| nvesti gati onal New Drug, application regulations or under
the IDE regul ations for devices. And the studies have to be
consi dered separately under those as we would do for any
ot her study.

The majority of the reasons why they don't go
forward relates to the fact that they don't neet one or the
ot her of those regulatory requirenents. However, other
reasons that they may not go forward is they're not approved
by the IRBs of record, who review themafter they' ve been
gi ven the go-ahead by the FDA, or because of sponsor
wi t hdrawal for whatever reason the sponsor decides not to go
forward with the trial.

| also, going back to this slide, would like to
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mention that, since April of 2006, there have been

approxi mately 2700 subjects enrolled in these 21 trials.
That's an approximate figure because, as | said, the
majority of these trials are ongoing, so sone subjects may
decide to withdraw, or their famly nenbers or their legally
aut hori zed representatives, and additional subjects may
actually be enrolled since April of '06. But that's an
approxi mate figure, so you'll understand the enrollnent to
dat e.

So, what have we found at the FDA in terns of the
useful ness of this regulation? W have found that the
studi es have allowed the conduct of research in a nunber of
critical areas that could not otherw se have been done, such
as inproving brain recovery after cardiac arrest or head
injury, treatnent of acute liver failure, treatnment of
traumati ¢ henorrhagi ¢ shock, treatnent of hypovol emi ¢ shock
follow ng blunt trauma, and public access automated
defibrillation post-cardiac arrest, the defibrillators that
you see in the hospitals and schools and public buil dings.
The public access of those defibrillators cane as a result

of these trials.
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It's also this research has contributed to peer-
reviewed literature on inforned consent issues in energency
research, the ethical aspects of that, as well as on nedica
know edge about energency interventions. And given the fact
that very fewtrials have been conpleted to date in this
arena, we've had two approvals so far: the Concentric
Retrieval Systemfor retrieval of thronmbus fromthe
neur ovascul ature, a device that pulls a clot out of the
brain, which | amtold appeared on the Energency Room TV
show, and the Automated External Defibrillators for public
access.

So, without further ado, I'"'mgoing to turn the
podi um over to Dr. Carone.

M CHAEL CAROVE: Good nmorning. | just want to
make a few comments about the Secretarial waiver of the
i nformed consent provisions for certain enmergency research.

By way of background, there's a provision in the Departnment
of Health and Human Services' regulations at 45 CFR
46. 101(i), which permts the Secretary of Health and Human
Services to waive the applicability of sonme or all of the

provi sions of the human subject protection regulations. And
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so, on COctober 2nd, 1996, sinultaneous with the FDA issuing
its final rule at 50.24, HHS published a Federal Register
noti ce announci ng a wai ver under the provisions of 46.101(i)
of the follow ng requirenents for certain energency
research, and those are the requirenments for obtaining
i nfornmed consent and the requirenents for docunenting
i nformed consent for certain enmergency research. And this
wai ver applies to research conducted or supported by HHS,
for exanple, N H supported research

Just in terns of a couple of key differences or
features to be aware of in the Secretarial waiver in
conparison to the FDA rule, the Secretarial waiver for
energency research is not applicable to HHS-supported
research invol ving pregnant wonen, fetuses, or prisoners.
Secondly, if the research does apply, that is, it involves
certain emergency research and doesn't involve those three
popul ati ons of subjects and the research is conducted or
supported by the FDA, so there's dual jurisdiction of HHS
and FDA, then the provisions of 21 CFR 50.24 nust be
satisfied. So that the waiver essentially defers to the FDA

regul ati on.
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|f the research is not FDA-regul ated, then the |IRB
must find and docunent and report to OHRP that specified
conditions, essentially identical to the provisions of
50. 24, have been net.

In terns of next steps for OHRP, we plan to seek
public comment on the current Secretarial waiver of infornmed
consent for certain energency research, and when considering
whet her any of those provisions of that waiver should be
changed, we will work closely with the FDA to ensure that
FDA's rule and the provisions of the Secretarial waiver
remai n consi stent. Thank you.

SARA GOLDKI ND:  So, today, what are the issues
that need to be addressed? W hope to | earn nore about the
chal | enges of conducting clinical energency research and
possi bl e solutions to those challenges. And in witing the
Federal Register notice, the neeting announcenent, for this
meeting, we took into consideration a vast array of
previ ously recorded thoughts and materials. W've scoured
the peer-reviewed literature for information on energency
research as well as comments that the agency had received,

and we came up with the followng big-ticket itenms. There
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are many in the Federal Register notice. There are a total
of 21 questions, many of them have subparts to them

The adequacy of human subject protections under
50.24 and, in particular, the interpretation of term nol ogy

such as "unsatisfactory or unproven," "practicably," and
"prospect of direct benefit."

W would like to further clarify responsibilities
of IRBs, clinical investigators, and sponsors.

W'd like to |l ook carefully at community
consultation: the costs, benefits, feasibility, and
ef fectiveness of it; whether mninmumrequirenents are
necessary or should be a standard; use of information
obtai ned during that process, howwll it be used and by
whom and how w il the end results of the community
consul tation process be docunented and will there be a
mechani sm for public disclosure of those community
consultation activities?

Currently, the regulation 50.24 requires that
public disclosure information, which is the one-way

communi cati on between the sponsor and the community, be

docunented and submtted to the federal FDA docket, but that
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same requirenent does not currently exist for community
consul tation, which is a tw-way comruni cati on process
bet ween the sponsor and the comunities, as |'ve descri bed.

W want to | ook further at public disclosure and
whet her m ni mum requi renments should be a standard there and,
if so, what should they be; if there should be anything
further in terns of subm ssion of public disclosure
i nformati on beyond publication in the FDA docket; and how
best to publicly disclose research results once trials are
conpl et ed.

We want to find out further thoughts on opt-out
mechani sms.  Currently, this regulation can be understood as
an opt-in, that everyone who neets the specifications in
that regulation can be a part of these trials. W want to
find out whether there should be opt-out nechani sns, whet her
they're necessary and, if they are necessary, are they
actually feasible?

And then we want to discuss whether there are
ot her types of public discussion that should occur prior to
initiating the study. |Is that type of public discussion

needed? If so, in what circunstances should it occur? And

M LLER REPORTI NG CO., | NC.
735 - 8TH STREET, S.E
WASHI NGTON, D.C. 20003

(202) 546- 6666




29

if so, what would be the best venue for these discussions?

As Dr. Shuren already alluded to, we're going to
amass the information that we get either via witten coment
or presentations here today. W're going to carefully
review all the comments submtted to the FDA docket in
relation to this neeting. W're also going to review all
the coments submtted to the FDA docket in relation to the
draft guidance, and carefully evaluate all the options that
respond to the received feedback.

So, once again, thank you very nuch, and we
wel conme you submtting your conmments, either in witten form
or orally today.

JEFFREY SHUREN. Thank you. Wy don't we go ahead
and start with the first presenter, Dr. Mchelle Biros from
the Society for Academ c Energency Medicine and the
Coalition for Acute Resuscitation Researchers.

M CHELLE BI ROS: Good norning. The Society for
Academ ¢ Emergency Medicine is grateful for this opportunity
to provide comrents fromits nmenbership to the FDA rel ated
to the exception frominformed consent in energency research

circunstances. The Coalition of Acute Resuscitation
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Researchers joins SAEMin this presentation. W also
i ncl ude coments fromthe American Acadeny of Energency
Medi ci ne.

In 1994, SAEM took the lead in discussions rel ated
to i ssues of consent in energency research. The coalition
was devel oped at the request of SAEM to broaden these
di scussions and included thought | eaders fromthroughout the
research community. The coalition devel oped a consensus
docunent that was subsequently endorsed by over 25
pr of essi onal organi zati ons concerned with energency
research, and presented concepts that were eventually
incorporated into the FDA' s final rule.

Since the codification of the final rule into
federal regulations in 1996, SAEM has conti nued to di scuss,
educate its nenbers, and nonitor the use of the final rule
wi thin the enmergency research community. |In May 2006
SAEM s official journal, Academ c Energency Medicine,
sponsored a consensus conference entitled "The Ethical
Conduct of Resuscitation Research: Exception from I nforned
Consent." The proceedi ngs of the conference were published

in the Novenber 2005 issue of AEM and w dely di ssem nat ed.
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This issue of the journal also includes original research on
the application, interpretation, and attitudes related to
the final rule.

Wth this background in mnd, we feel well
qualified to offer these comments related to the 2006 FDA
gui dance docunent to address specific issues raised by the
FDA and to offer additional questions of our own. In so
doi ng, we nust recogni ze that the 2006 gui dance docunent is
fashi oned around the rule as it currently exists. W
strongly believe that a better approach would be to revisit
the rule itself and use existing experience and data to
determ ne whet her and where it neets its goals and where
requi renments have m ssed the mark.

The FDA has asked a nunber of questions today.
We're briefly nmentioning a few areas so that we can provide
focused thoughts related to the issue of exception from
i nformed consent. The FDA has asked if there are chall enges
t hat have not been explicitly addressed in the regul ations
and if these chall enges should be addressed now. W believe
that there are many chal |l enges that have not yet been

addressed by the regulations. Sone relate to specific
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patient popul ations that are not considered in the final
rule, such as children. Yet, in the decade since the final
rule was inplenmented, our society and the energent illnesses
and injuries that we face have changed.

Children are now as likely as adults to be victins
of life-threatening or high-norbidity events, such as
gunshot wounds, terrorist attacks, illicit drug overdoses,
or enmerging infectious diseases. Children also suffer from
life-threatening illnesses or injuries that are rarely seen
in adults and whi ch have been poorly studied. Restricting
pedi atric resuscitation research to only those circunstances
for which consent can be obtained would limt the research
guestions we can ask, narrow the nethodol ogi es we coul d
apply, and bias the results that we obtain.

It is also erroneous to assune that all children
who present with energencies will be acconpani ed by parents
or guardi ans who can provide inforned consent. Many of
these children are brought to hospitals unacconpani ed, and
many have parents or guardians who are far too distraught to
be approached for informed consent within a narrow

t herapeutic time window. To deny children the possibility

M LLER REPORTI NG CO., | NC.
735 - 8TH STREET, S.E
WASHI NGTON, D.C. 20003

(202) 546- 6666




33

of direct benefit through participation in resuscitation
research contradicts the FDA's mandate to include children
in research and frankly is unethical. W believe that a
better guidance on the application of the exception or a
reconsi deration of the rule's requirenents in order to
address issues in special populations such as children is
paranmount. Resuscitation research also includes studies of
varying conplexity across a w de spectrum of clinica

pat hol ogi es. As nedical care advances and new know edge is
devel oped, the risks and benefits of particular

i nterventions should change. Previously highly fatal events
may becone critical high-norbidity events instead. It is an
ethical and noral nedical inperative not only to save |ives
but to inprove the quality of life.

VWhile the final rule allows for research in high-
norbidity events, these may be very difficult to predict
and--or in fact even to define as the clinic spectrum
changes. One set of regulations is not appropriate for al
studi es, and we believe that the concept of increnmental risk
assessnent shoul d be consi der ed.

O her challenges relate to changes in the research
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environnent itself, and the final rule currently offers no
roomfor growh, for unanticipated devel opnents, or for
change based on experience and data regarding its use. For
exanple, the Institute of Medicine's recent report on the
future of energency care describes a |l ack of clinical
effectiveness trials for the treatnent of critically ill or
injured patients in the out-of-hospital setting.

W have a growi ng cadre of EMS research experti se,
and sonme studies using the final rule have been conpleted in
the out-of-hospital setting. Yet, we also have data that
suggest fulfilling requirenents of the final rule in the
out-of -hospital setting is inconsistent, even within the
same EMS system W nust ask the EMS research conmunity
itsel f what unique chall enges they have encountered and
determne if the regul ati ons address these uni que aspects of
out - of - hospital research. Should the same set of
regul ations apply to all clinical environnments that have
uni que chal | enges and uni que patient popul ations served?

The transl ational enphasis of the NNH has led to
t he devel opnent of at |east three energency-based research

net works, who will present testinony later. Al aimto test
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new treatnents for critical illness or injury. Many of the
studi es undertaken by these networks will require using the
exception frominfornmed consent. Challenges are al ways
present when you try to successfully and consistently
i npl ement a study protocol in many sites. And what we need
to do is to determ ne the unique challenges that wll arise
when the exception frominformed consent is applied across a
network. For instance, there are variable levels of confort
and expertise anong | RBs regarding the use of the exception
frominfornmed consent. The final rule rests increased
responsibility and authority into I RBs, but the details of
this regulation are very conplex, and to date, |IRBs have
been given limted guidance and very little feedback.

s it reasonable to expect that all IRBs wll
achi eve a working know edge of this conplex and infrequently
used rule? How can we ensure a consistent and fair protocol
review at all sites? Sone IRBs either refuse or are very
reluctant to all ow research using the exception, which
results in a denographic bias in study enroll nent.
Therefore, we must consider whether a central |IRB be

established for network studies. Wat are the practical and

M LLER REPORTI NG CO., | NC.
735 - 8TH STREET, S.E
WASHI NGTON, D.C. 20003

(202) 546- 6666




36

ethical inplications of a central IRB and how should it be
formed? These are very tough questions with very
significant clinical and ethical inplications.

These are just a few of the many chal |l enges t hat
were never anticipated when we wote the final rule, and now
is the tinme to address them Failure to do so is
scientifically worrisone and ethically dangerous.

The FDA has al so asked a series of questions about
community consultation as a patient safeguard. Wile the
concept of community consultation is attractive and in
theory allows comunity values to be factored into the
research process, the reality is that comunity consultation
has been consistently problematic. W have essentially no
evidence to show that it is effective inits goals and, in
fact, much evidence to suggest otherw se.

In the decade since the final rule was
established, |less than a dozen studi es have exam ned the
met hodol ogi es of community consultation, and these have been
poorly undertaken and have been published very sporadically.

These studi es have docunented the anbiguities inherent in

community consultation and also the | ack of appropriate
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eval uation nethods to assess the adequacy of the process.
The goal of conmmunity consultation is to elicit the opinion
of the community related to a research protocol and to use
the informati on obtained to deliberate on any concerns
before the study is inplenented. In order to provide useful
di scussion, the comunity shoul d understand the protocols
under consideration. But data fromthe public access
defibrillation trial suggests that even nmenbers of focus
groups with nultiple educational sessions do not generally
understand the goals of the study or the actual protocols
that woul d be undertaken. The final rule asks for comunity
consul tation, but we have not required a neasure of its

ef fectiveness.

How, then, do we make sure that the community
under stands? To our know edge, there's no formal reporting
requi red of how conmmunity consultation has altered protocols
usi ng exception, and we have very little information on how
| RBs use the information provided in consultation. If we do
not measure the effectiveness of our comunity consultation
efforts, how do we know if we have indeed protected patients

at all?

M LLER REPORTI NG CO., | NC.
735 - 8TH STREET, S.E
WASHI NGTON, D.C. 20003

(202) 546- 6666




38

We al so suspect that the nethods used to achieve
community consultation have not resulted in broad
representation of the community of potential subjects or the
community in which the research will be conducted. Studies
have docunented that this process results in very few people
attendi ng public neetings, and those who do attend such
nmeetings are likely to be non-representative of the at-risk
popul ation. For exanple, we conducted at my institution a
study of a drug to sedate acutely agitated, delirious,
cocai ne-intoxicated patients. Despite great effort, we
could not recruit a single cocaine addict to participate in
community consultation. Wo then in a community is
provi ding us the feedback we need? And does it reflect the
true concerns of the targeted study popul ation? How do we
know t hat we have heard their concerns since we are not
required to nmeasure this?

| f community understanding is | acking and
i nvol venent i1s non-representative, the goals of comunity
consultation are not nmet and it becones a cunbersone and
futile exercise. Gven a decade of experience with the

rule, we nust revisit the actual intent of community
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consultation and determne if its purpose is stil

meani ngful. W do not believe it will be easy or possible
even to determne if community consultation provides
adequat e patient safeguards agai nst research risks since
there are no specific nmeasures of its effectiveness and very
few ways in which we can quantify it. Therefore, instead of
asking if comunity consultation provides adequate patient
saf eguards, the better question probably is, how can we
better protect patients?

Public notification and di sclosure are other
safeguards built into the final rule. D sclosure of ful
research protocol or of specific scientific information to
the public may cause concerns simlar to what | have al ready
noted. However, the intent of public notification is
different. It is disclosure, and not a discussion. If we
i ncl ude protocol specifics or specific scientific
information to the public, how can we be sure that they
under st and what they hear? Does the public really need to
know specific details? Even nore basic, how can we be sure
that this information actually reaches the public as the

process was I ntended? As an exanple, we interviewed
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patients in enmergency departnment waiting roons in three
large cities after a very aggressive and w despread public
notification canpai gn had been conducted regardi ng a study
usi ng exception frominformed consent. Less than 5 percent
of individuals surveyed at any of the sites knew that the
pr ot ocol exi st ed.

The bal ance between neani ngful individual patient
protection and the potential societal benefit of conducting
research without consent is essential and part of our key
val ues as energency researchers and practitioners. \Wether
this is achieved by the final rule inits present state in a
patient-protective manner remai ns unknown.

We appreciate the FDA's willingness to listen to
our comrents and hope this information wll provide useful
to the FDA and assist in reducing sonme of the existing
barriers to resuscitation research. However, we appeal to
the FDA to seriously reassess the final rule itself in |ight
of our concerns that it is not effectively and neaningfully
provi di ng the safeguards for vulnerable patients as it was
intended to do. Just as it is our nedical responsibility to

constantly expand our know edge and treatnent strategi es and
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to learn fromour research, we also believe it is our
responsibility to reassess the ethics and the rules by which
research i s conduct ed.

I n conclusion, SAEM its concurring partners in
the Coalition of Resuscitation Researchers request that the
FDA convene a neeting of stakeholders, simlar to what
occurred 10 years ago, and revisit the requirenents of the
rule for conducting research w thout consent in special
energency circunstances. The goal of this process should be
to inquire broadly into the experiences of inplenenting the
rule to date and to factor in that experience into a rule of
the future. Thought | eaders nust be brought together to
di scuss how to better neet the needs of our vul nerable
patients within an evolving research environment. Thank
you.

JEFFREY SHUREN:. Thank you. Let nme ask, in the
begi nni ng you had tal ked about that we shoul d naybe consi der
an increnental risk assessnent and that there nmay be
flexibility on where you sort of draw the |ine on when
energency research nmay be appropriate. Could you el aborate

alittle bit nore on it and naybe tell us if there are
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particular factors that we should take into consideration?
| think one of the things you put on the table is there's a
need for greater guidance for others, you had pointed out
|RBs in particular, as to when it may be appropriate to
conduct energency research. And as we consider sonething
that may be increnental, that mght actually be a little bit
more difficult to do. So, what gui dance could you give us,
were we to actually consider an increnental risk assessnent?
M CHELLE BIROCS: Increnental risk was one of the
concepts presented in the consensus docunent that we
devel oped about 10 years ago. Wen you | ook at the
regul ati ons, when certain |IRBs have | ooked at the
regul ations, they are, they assune that the assessnent
shoul d be based on the risk of the research relative to the
patient's critical condition. In a sense that neans that
the sicker the patients are, the nore risky you can get.
And | think there has to be a better understandi ng of the
gradation of various types of pathologies that we see, and
assess that particular pathology in terns of the
risk/benefit ratio of that, the person that we see in front

of us, and not in general categories.
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There have been a nunber of people who have
di scussed nodeling systens related to increnental risks, and
so there's a nunber of discussions that do actually occur in
the literature

SARA GOLDKI ND:  You nentioned that the regul ation
shoul d provide room for special populations, particularly
children, and al so you nentioned that, the need perhaps to
institute a centralized IRB for nmulti-site trials, but 1'd
like to ask you for nore clarification in both of those
regards because the current regul ation does allow for
pediatric studies and could allow for a centralized |IRB
But what I1'd really like to get back fromyou, because |
know you're in the field trying to do this research, is how
you go fromthe regulation to practice, to inplenenting this
research and why is that--and how coul d the conmuni cati on be
nore effective so that it is known that children can be a
part of energency research? And centralized IRBs are
certainly acceptable.

M CHELLE BIROS: That is a very interesting
question. | believe that nost |IRBs have not considered this

regul ation at all for pediatric cases. So, the key question

M LLER REPORTI NG CO., | NC.
735 - 8TH STREET, S.E
WASHI NGTON, D.C. 20003

(202) 546- 6666




44

of conmmuni cati on and gui dance of IRBs is really inportant.
Rel ated to--what--1 think when you take | ook at research in
general, resuscitation research is a small part of that pie,
and those studies which would require an exception from
informed consent is even a snaller piece. There are
t housands of people on IRBs who have m ni mal under st andi ng
of existing regulations that they work with on a daily basis
and absolutely no experience or no understanding at all of
the final rule that we are tal king about today. So, there
has been a gap in the knowl edge that is provided. 1It's been
our, SAEM s stance on several occasions to talk to the
researchers and say, "You need to educate the | RBs about
these regulations.” But whether or not that is realistic is
anot her questi on.

When it comes to considering a central |IRB
perhaps a better way to evaluate or call this would be a
"central advisory commttee" that could provide specific
gui dance to IRBs who are currently investigating or
assessing regulations related to the final rule in terns of
a protocol right in front of them And so, | think there

needs to sonme sort of a central body that will provide
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experience and understanding to | RBs as cases arise, on a
case-by-case basis.

SARA GCOLDKI ND:  Thank you.

JEFFREY SHUREN. O her questions? Bob?

ROBERT TEMPLE: Yeah. You spoke at sone |ength
about the difficulties of community consultation, what it
means. You stressed that we don't really know nmuch about
its success. Fromthe context of your coments, however, |
don't believe you were asking us to insist that people
docunent the success. So, | would like to know a little
nmore about what your proposal is. Do you think that it
shoul d not be required in sone cases or that the requirenent
shoul d be nodified or that sonebody shoul d conduct
i ndependent studies to find out the best way to do it?
realize you're--we all, we recognize that it's the nost
difficult part of the rule in sone ways.

M CHELLE BIROCS: Well, | think that when
i nvestigators, sponsors, and | RBs approach a study in which
exception is going to be applied for, the comunity
consultation piece is the hardest part, as you've indicated.

| don't think I'm suggesting that we do away with patient
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safeguards. My question and ny concern would be to actually
docunment and talk to researchers who have engaged in studies
t hat have used the exception frominforned consent, to find
out what aspects of community consultation really worked and
what didn't. |If you read the literature, they very briefly
w || describe how community consul tati on was perforned, such
as "We convened neetings of patients who had previously
experienced the specific pathologies.”™ But there isn't nuch
of docunmentation record that we are aware of indicating how
many people cane to those neetings, what the specific
guestions were, and whether or not those questions had any
inpact at all on IRB deliberations. So, |I'mnot convinced,
and | don't think many researchers are convinced, that
community consultation is practically providing patient

saf eguar ds.

It currently is considered a step to the end, and
that's not what we want it to be. So, ny suggestion would
be that we convene a neeting of researchers who have gone
t hrough this process and di scuss and brainstormfor possible
ot her patient safeguards that m ght neet the sane end, but

that we could quantify and track to see whether or not data
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supports the use of these particular techniques.

JEFFREY SHUREN. Di ane?

DI ANE MALONEY: | want to say--just to follow up
on that question in terns of community consultation and sort
of the, you know, again, this is all about patient
protection, and what val ues do you see m ght added from
having |i ke a public neeting and advisory comm ttee neeting
di scussi ng these kinds of studies?

M CHELLE BIROS: In terns of a replacenent for
community consultation?

DI ANE MALONEY: Well, it could be in addition to.

Agai n, you know, sonme of this is you haven't had a | ot of

participation. | think you re pointing out not a |ot of
people cone. If it were discussed in, you know, say, an
advisory commttee neeting, | think nore people would cone.

It would be maybe a different focus, but what would you see
woul d be--if it were in addition to--the advantages of that
or di sadvant ages?

M CHELLE BIROCS: Well, | think we have to very
carefully consider who conprises the advisory board. So,

for instance, | work at a hospital that services an inner-

M LLER REPORTI NG CO., | NC.
735 - 8TH STREET, S.E
WASHI NGTON, D.C. 20003

(202) 546- 6666




48

city population. It would not be useful to nme to be told by
an advi sory board to do a, you know, random phone canpai gn,
because ny patients don't have phones; or to ask themto
cone to public neetings when they have no transportation.
So, | think there needs to be a further assessnent of what
has happened so far; what seens to work, which really
doesn't work; and, again, not view a community consultation
as another step to the end product, but rather as a patient
safeguard, and determne if it truly is guarding patients
fromrisks of research. | would like to know if |IRBs have
actually spent tine considering those comments and changi ng
a protocol or if we have any data whatsoever that it has
actually protected patients.

Rat her than make it another step, | think we need
to make a safeguard. |'mnot convinced that comunity
consultation is the way we need to go. | can't give you an
answer. | think we need to sit down with thought | eaders
t hat have broad experience and determ ne what has, they have
attenpted and what hasn't, and al so with bi onedical
ethicists as well as nedical practitioners and researchers

to see what they believe mght constitute a very good
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patient protection.

DI ANE MALONEY: Can | also, | just have a follow
up question. In terns of, again, in human subject
protection, a lot of the things we focus on is the community
attitudes and input fromthe | ocal comunity, but we al so,
internms of looking at this rule, people have pointed out
that in terns of the information that has been provided in
community consultations, it has varied in terns of the
|l evel. Do you, could you just comment on your thoughts on
whet her you think there's a mnimal anount of information
t hat ought to be provided in these consultations and
di scussions with communities?

M CHELE BI ROS: Again, | think you have to grade
this on a case-by-case basis and al so the patient popul ation
you're targeting. |If, for instance, the patient popul ation
that is at risk of a particular pathol ogy tends to be people
who have limted access to health care, for instance, it's
going to--you're going to have provide a different |evel of
informati on and provide different discussion points than you
woul d for a highly sophisticated audi ence who have primary

physicians. | don't think you can make a bl anket case for
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anything. And that's one of the issues that |IRBs have to
grapple with when they consider these particul ar protocols.

JEFFREY SHUREN:. Thank you very nuch. Next [|'1l]I
call Dr. Charles Cairns and Dr. Edward Sl oan of the American
Col | ege of Energency Physi ci ans.

CHARLES CAIRNS: Thank you. | amDr. Charles
Cairns from Duke University, and | represent the Anmerican
Col | ege of Emergency Physicians. M coll eague Ed Sl oan
sends his regrets. He was unable to attend today's neeting
because of horrible difficulties. In addition, we'd like to
recogni ze and appreciate the comments of our coll eagues from
the Society for Academ c Energency Medicine, and you'll find
our remarks are consistent with their comments.

Today the Anerican Coll ege of Emergency Physicians
greatly appreciates the opportunity to revisit the exception
frominformed consent for enmergency research and the
opportunity to coment on the draft guidelines.

The Anerican Coll ege of Emergency Physici ans
believes that the draft gui dance has been responsive to
researchers' concerns and has helped clarify the

requi renents of federal |egislation. Enmergency research
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advances the field of energency nedicine. It inproves
clinical acute care. Energency research should be supported
i n what ever neans are possible, including the use of the
consent exception and the guidelines that govern its use.
The recently released Institute of Medicine report on the
future of energency care describes the scarcity of clinica
effectiveness trials for the treatnent of critically ill or
injured patients. Thus, the continued conduct of research
in this setting, particularly the pre-hospital setting, is
critical.

We al so agree with our coll eagues from SAEM on t he
need for additional research in areas such as resuscitation,
where new strategies, such as therapeutic hypotherm a, have
great prom se to inprove patient outcones. Yet, research in
this area cannot proceed w thout appropriate nmechanisns for
t hat research, including consent.

Now, regarding the work of federal agencies,
including the FDA, the NIH, as well as IRBs to date, the
Anerican Col | ege of Emergency Physicians believes that these
agenci es that have been responsible for research gui dance

and support have done an excellent job in crafting the
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regul ations and working with investigators to inplenent them
in the support of the quality of energency research.

In addition, the Anerican Coll ege of Energency
Physi ci ans | ooks forward to working with all concerned
federal agencies, local | RBs and advocacy groups, al
enmergency health care societies and providers, as well as
i ndividual citizens, as we strive to inprove patient
out cones t hrough the conduct of ethical and effective
energency research that utilizes the exception to infornmed
consent. In addition, any revisions to the current
gui del i nes should serve to expand the ability to performthe
hi ghest quality enmergency research and to enhance pati ent
protections through fairness, openness, and the use of al
medi a that provide explicit detail regarding the research
The burden should not be placed upon researchers in a way
that is disproportionate to the inherent risks and needs to
advance energency care through the conduct of quality
energency research that uses the exception.

Now, in response to specific FDA questions, for
exanpl e on community consul tation, ACEP believes that the

use of community consultation is relatively new in research
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and nerits further study. Wiile the overall processes have
been wel | received, many unresol ved i ssues remain, such as
whi ch community to consult? Who counts as a community
representative or a nmenber to be consulted with? And what
is the purpose of this consultation? An inportant step is
to conduct research on community consultation in order to
identify best practices before we can provide further
gui dance on this issue.

In addition, the Anerican Coll ege of Energency
Physi ci ans suggests that if the goals of community
consul tation and public disclosure could be nore clearly
defined, then these goals would al so guide investigators and
sponsors i n enhancing the processes of conducting clinical
trials while providing quality energency care to those
patients.

Regardi ng the opt-out provision, the Amrerican
Col | ege of Energency Physicians suggests that the current
opt - out nechani sns nmay be necessary, but not necessarily
sufficient to identify patients deferring participation in
the research inclusion. Although patients in extrems

cannot be assuned to be conpetent to provide infornmed
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consent, they should be assuned to be conpetent to refuse
participation in research that utilizes the exception, the
so-call ed consent to continue provision. As such, the
Anerican Col | ege of Energency Physicians suggests that
patients should be briefly asked if they wish to participate
in the research, and if they decline to participate, then
their w shes shoul d be honored.

Wth regards to the question on information
obt ai ned during community consult processes, the Anerican
Col | ege of Emergency Physicians believes that community
consultation can not only provide on the study, but could
actually help the local IRBs further identify risks and then
to protect patients fromthose risks of the research

ACEP, or the American Col |l ege of Enmergency
Physi ci ans, suggests that the use of the exenption nust be
explicitly stated to all who m ght be at risk or those who
m ght benefit fromthe research, including the hospital, its
staff, the IRB, the popul ation of potential patients who
m ght becone involved in the research, and the governnenta
agenci es that m ght oversee the research. This includes

full notification of the results of all | RB deliberations,
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i ncl udi ng those who decline to participate, the results of
community consultations, and public disclosure and results
of the clinical trial itself.

Furt hernore, we suggest there should be a record
of all suggestions generated by community consul tati on and
how the I RB and investigator handled them This
docunentation could or should be the responsibility of the
sponsor and be publicly available, potentially on the FDA
Web site or through a site such as clinicaltrials.gov.

Regardi ng the questions on protocol availability,
the Anerican Coll ege of Enmergency Physicians believes that,
while full study protocols do not necessarily need to be
formally presented at these comunities or even to the
general public, these study protocols should be avail able
upon request.

On the question on the disclosure of study
results, the American Coll ege of Energency Physicians
believes that results of clinical investigation should be
di scl osed when the study has been peer-revi ewed and ready
for publication. The results of all studies that utilize

t he exception of informed consent should be published in the
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medical literature, even if the results of the clinica

trial do not denonstrate benefit with the tested therapy or
procedure. ACEP encourages journal editors to support
publication of negative trials that utilize the exenption in
order to assist with the process of utilizing this route of
research.

So, in summary, the Anerican Col |l ege of Energency
Physicians fully supports the processes necessary to conduct
hi gh-qual ity energency research, including this review of
the exception to informed consent process. It is through
conti nued di al ogue on inportant matters such as this that
clinical science will inprove energency care and optim ze
outcones for acute care patients. Thank you again for this
opportunity.

JEFFREY SHUREN:. Thank you. | have two questions.

You had first tal ked about community consultation, and one

of the issues here is to sort of clarify the goals and

pur pose of community consultation. Let ne sort of phrase it
a different way because, you know, we've heard conmments from
before, too, about what is the value of conmunity

consul tati on, what does it serve?
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Let's put it aside. There are additional
safeguards put into the regulation. Let's say those were to
remain the same for argunment's sake. \Wat, from your
perspective then, is mssing by way of additional safeguards
and how woul d that be addressed?

CHARLES CAIRNS: | that my conments are going to
reflect those of Dr. Biros. Cearly, one of the challenges
of doing the community consultation has been the fact that
nost of these sessions have not been well attended. They
don't appear to represent the comunity that's being
researched, and so it's unclear if they're actually
effecting a communi cation of the purposes of the research,
the benefits and risks to those who m ght participate in it.

So, there may be nore effective strategies to
enhance patient protections of not only those patients but
to reflect the comunity interests. In doing individual
nmeetings, at |east in our experience, and the experience of
many researchers for the American Col | ege of Enmergency
Physi ci ans has been that they are currently poorly attended,
they don't represent the community, and those goals have not

been achi eved--necessarily achi eved.
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JEFFREY SHUREN:. So then, just to clarify, what
|'"'mhearing then is it's very inportant to engage a
communi ty where such research woul d be conducted, but what
is currently laid out in the regul ations or expl ai ned
t hrough gui dance nay not be the best mechani sm by which to
achieve that. |Is that a fair characterization?

CHARLES CAIRNS: Fair characterization. And we
woul d go further to say that there's an opportunity to do
further research, gain fromthe experience of those who have
conducted such research, and devel op best practices, which
could then be shared to best achieve the goals as stated in
terms of community consultation

JEFFREY SHUREN:. And ny second question was on
opt-out. You had tal ked about how every subject should be
asked if they wish to participate. Certainly, during the
study itself, we're tal king about individuals who cannot
give infornmed consent. Can you just el aborate on what you
had in m nd?

CHARLES CAIRNS: Yes. In fact, I'"'mgoing to refer
to ny colleague Ed Sloan's literature that he published in

Academ ¢ Energency Medicine in Decenber of 1999, where he
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outlined the process for the consent procedure in the

di aspirin cross-linked henoglobin trial. As part of that
procedure, every patient who was at all conscious or
responsi ve was asked whet her or not they wanted to continue
in the study. He deened this process the consent to
continue to participation in the trial. So, these are
patients, because of their clinical condition, in this case
hypoperfusion and potentially the inability to fully process
information, at |east to have an opportunity, from whatever
baseline status they were, to say whether or not they wanted
to continue to be in a research study. It should be noted
that the vast ngjority of patients who were approached in
that trial with this question agreed to conti nue.

So that's--1 think that Dr. Sloan's additiona
comments on that would be that we realize that going through
a conpl ete consent process, including denonstrating ful
under st andi ng and recognition of the challenges, benefits,
and details of the trial, may not be possible in soneone in
henorr hagi ¢ shock and who's not perfusing their brain
adequately to supply that. They should at |east just be

given an opportunity to understand that sonething other than
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standard clinical care is occurring.

JEFFREY SHUREN. Questions from others? Bob?

ROBERT TEMPLE: On that |ast point, there already
is a requirenent that when a patient does becone capabl e of
gi ving consent, that they be asked about their willingness
to continue. Are you referring to that or to noving that
point earlier in time, when a person shows at |east a
glimer of awareness, or are you referring to bits of
consci ousness that m ght be present even at the tinme of the
initial, of the initiation of the study?

CHARLES CAIRNS: | think it's a very chall enging
endeavor, how one woul d actually operationalize this, and
Dr. Sloan noted that, in the case of henorrhagi c shock, it
may be special, because you can have sone perfusion of the
brain, and while it may not be your full faculties, you may
be able to at |east understand and speak. So, in his case,
whenever there was evidence of consciousness, that they
woul d then, all patients woul d be asked about this approach.

He deenmed this the consent to continue, and while it's not
necessarily part of the | anguage of the provision, clearly |

think it's a stated goal provision, that all subjects should
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be approached. They just decided to extend it and try to
ask everyone.

ROBERT TEMPLE: So I--it sounds to ne like you're
really raising the question of who is it that actually can't
gi ve consent, how obtunded do you have to be before--1 nean
it's partly who's allowed to be under this provision?

kay. That's helpful. And | was also stil
curious about the opt-out. That's been an area of
consi derabl e controversy, and there's doubt about whet her
you can adm nister that. Apart fromthe thing we've just
been di scussing, did you have suggestions nore broadly on
opt-out, like, are you advocating that everybody who enters
a hospital be asked about any studies ongoing? O what were
you proposing there that's different fromwhat's bei ng done
now?

CHARLES CAIRNS: | think the key, the chall enge
with be opt-out--and actually ny comments weren't directed
specifically to the opt-out other than to say that the opt-
out nmechani sns that are currently in place my be necessary,
that the chall enge of opt-out--and having been a researcher

who's done this work--is that nost of the opt-out requests,
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at least in our case, cane from people who woul d not

possi bly be participating in the trials, people from other
states who were nowhere near our locality. And so, the
application of trying to opt out those people froma study
in our local region are just trenendous.

ROBERT TEMPLE: And then the | ast question, | just
needed, we just needed to be very sure on this: You, like
Dr. Biros, had been sonewhat critical of the whole awareness
of what actually conmes fromcommunity consultation. W need
t o understand whet her people are proposing that we put nore
requirenents in place for making sure comunity consul tation
wor ks or are you so skeptical about it that you don't think
we should do anything of that kind? It doesn't strike nme in
general that what you' d like to see is nore clear
requi renents, but we need to understand which is being
proposed here.

CHARLES CAIRNS: If | was interpreted as being
critical, then | didn't clarify ny position. W think that
overall the processes have been well received in terns of
trying to get community consultation. However, we think

there can be inprovenents to that process and that part of
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that process of inproving it would be to convene sone sort
of experience, whether that be in a panel form whether that
be fromthe literature. Hopefully, that being froma
scientifically based study of the community consultation
process. And once those best practices are identified,

studi ed, and reinforced, to make sure that those, the
principles that are put into the draft guidance. So, an

evi dence- based approached to the draft gui dance on comunity
consul tation

JEFFREY SHUREN: Joanne?

JOANNE LESS: | just wanted to follow up on your
comments on community consultation. You had said in your
notes that you were proposing sort of that nore information
be presented and di scussed and additional identification of
ri sks and how they mght be mtigated. G ven sone of the
earlier comments that suggest that even when community
consul tati on does occur with an adequate nunber of people,
they don't seemto understand the process, how are you
suggesting that that happen? Increased participation of the
sponsor or a bigger role for the clinical investigator or

per haps sone ot her nechani sns?
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CHARLES CAIRNS: | think we were very interested,
we are interested and remain so, in getting the feedback
fromthe conmmunity consultation process back not only to the
| RBs, but also to the investigators, potentially to
sponsors, and even out to the public. So, not so nuch
critical of the process itself in that piece of the
information, but just to be sure that whatever information
is gleaned fromthe consultation is also incorporated into
this process and publicly avail able so that additional
ri sks, for exanple, that m ght come out through community
consul tations can be incorporated into decision-nmaking by
the 1RBs and additional safeguards perforned. O, for
exanpl e, additional information could be publicized and put
out in the public domain so that people realize that these
guestions and concerns were rai sed, see how these how these
concerns were addressed by the investigator and the sponsor,
and these are presuned protections that will ensue from
their inplenmentation. So, | hope | clarified that issue.

JEFFREY SHUREN. O her questions fromthe panel ?
Thank you very nuch.

CHARLES CAIRNS: Thank you.
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JEFFREY SHUREN. Next | call Dr. Rick Dutton, R
Adans Cowl ey Shock Trauma Center at University of Maryl and
Medi cal Center.

RI CHARD DUTTON: Hopefully, this will work. Thank
you very nuch. Welcone. Good norning, |adies and
gentl emen. Thank you very nuch for inviting ny coments.

Unli ke the previous two speakers, | represent
nobody but nyself. | ama trauna anesthesiologist. | have
wor ked at the Trauma Center up the road in Baltinore for the
past 12 years. | have had an interest in saving lives in
acute resuscitation in that tine, and...

No. There we go. Was that you or ne? Ckay.
"1l just ask then.

|'ve participated in many trials in emergency
research, ranging fromthings that are fairly mnimal risk
as determned by ny | RB, but nonetheless we can't get
prospective informed consent for, to nationw de, nulti-
center, even international trials of pharmaceuticals or
ot her products. You can see sone of themlisted here. |'m
sure many of you know or are famliar with nmany of these

trials. These are the ones we're trying to get done.
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Next. This is where | work. This is the world's
| argest free-standing trauma center. This is the busiest
trauma center in the United States. W take care of about
7500 patients a year. W have full-tinme research support.
| have research nurses in the building all the tinme. W
| ook at every patient comng in the door as a potenti al
research trial subject because part of our m ssion, part of
the University of Maryland's m ssion, as we have summari zed
it, "to heal, to teach, and to discover.” And we're not
trying to just to save the lives of our citizens, but
everybody around the world as well.

Next. This is a patient. Marco Filiponi was a
17-year-old. He was injured one afternoon on a nice day.

He was a perfectly innocent victim He was hit by a drunk
driver about 20 mles fromthis very auditorium He
suffered a significant brain injury when he hit his head on
the B pillar. He underwent rapid-sequence intubation in the
field because of his brain injury, a very controversi al
thing that we would like to study.

Next. Over the course of the ensuing weeks he was

treated with a | arge nunber of therapies, many of which have
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never been proven by an evidence base, many of which are
accepted standards, sonme of which are beyond that, including
deconpr essi ve craneotony, deconpressive |aparotony to
control his intracranial pressure.

Next. He was in a conma for 37 days. He devel oped
propofol infusion syndrome, which we didn't know about at
the time. He becane sick fromthat with nultiple organ
systemfailure requiring dialysis, requiring nultiple
Pressor infusions to support his blood pressure. He
eventual | y underwent fasciotom es of nost of his body to
relieve rhabdonyol ysis. He devel oped, at the end of this
period, an exsangui nati ng coagul opathy, received nore than
100 units of blood products over a couple of days, bleeding
frommultiple wounds, was treated with Factor 7 off-| abel
and ot her investigational therapy. He eventually survived.

Next slide. I'msorry. | think we m ssed one.
And is intact, physically and nentally. He is a college
senior at this point and doing very well. | have the
pl easure of working in a center where we can take the kind
of risks necessary to take care of a patient |like this,

where we can try new t hings, where we can go beyond what's
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in the published literature, where we can stretch ourselves
to save |ives.

Next. The question is not just how do we do this,
how do we learn to do this, but how can we bring this to
ot her people? How can we take this to the rest of the
worl d? How can we teach the rest of the country how to save
l[ives in the same way? And, obviously, the answer is
controlled research. W need--we end every paper we wite
with "Further research is needed" or "Mire study of this
topic is needed.” Many of these things, though, in
energency research are very difficult.

Next. Trauma is the fifth | eading cause of death
overall, fifth with a bullet, as we like to say. It is a
rising cause of death. It is far and away the | eadi ng cause
of lost productivity, lost income in the United States, and
as we know fromthe global war on terror, this is going to
be an increasing problem

Next, and you can hit the button a couple tines
t here.

Do any of us believe that we're not going to

suffer another major terrorist event in the United States in

M LLER REPORTI NG CO., | NC.
735 - 8TH STREET, S.E
WASHI NGTON, D.C. 20003

(202) 546- 6666




69

t he near future?

Next. Terrorismis on the rise. Terrorismis a
bi g concern. Mass casualty and energency managenent of
these patients is going to depend on good science and good
medi cal practice.

Next. Unfortunately, trauma is a very chaotic
environment, and caring for trauma patients and | earning how
to care for trauma patients better involves overcom ng a
nunber of obstacl es.

Next. Trauma noves very quickly. You can't stop
and have a discussion with a patient about a 20-page consent
docunent if they're bleeding to death. That, by itself,
woul d be unet hical because we have stated, ny predecessor,
Dr. Cow ey, the man for whom our center is named, coined the
concept of the golden hour. And, while not getting into the
science of that, the enotions of that are pretty clear. The
faster you do things, the better patients do. And this our
practice. This is how our center is built. This is how our
practice is built because being able to nove quickly in
trauma cases is very inportant.

Next. Rapi d-sequence intubation. This is a
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patient intubated in ny center within 5 mnutes of arrival
not leaving a lot of tinme for discussions about research
topics or nmuch of anything el se.

Next. This is a patient bleeding to death froma
grade-5 liver injury. Again, this is a man who was injured
in a nmotor vehicle crash, was in the operating roomin the
Trauma Center |ess than an hour | ater havi ng energency
surgery. Again, not nuch tinme to get stuff organized. Yet,
it's very clear froma lot of the work that we do, that the
sooner therapies are applied, the better the patient is
likely to do, and this produces one of the great
difficulties in doing research in trauma. So, we want to
apply the therapies early, but at the sanme tine, we're very
tinme-pressured to take care of the patient.

Next. Further, in Maryland, we see another
problem W have built a regionalized systemof care. The
sickest trauma patients in the state of Maryland, in fact in
about a four-state area, cone to the Shock Trauma Center.
This is very good. W' ve denonstrated that this is a way to
save lives in trauma care. Unfortunately, it nmeans that the

patient is noved a |long way fromwhere they live and the
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comunity they're in.

Next. This is the Maryland Trauma Care System
As you can see, you can be 2 hours by autonobile away from
the Trauna Center, but only 20 m nutes by helicopter, and we
regul arly see patients hours ahead of when we have famly or
ot her nmenbers of their community.

Next. The termnology is unclear, and | won't
bel abor this, because other speakers have spoken to these
points. In terns of designing enmergency research protocols,
we have a very difficult tine with some of these. |[|'ve had
t hese conversations wwth my omn IRB. 1've had these
conversations with nenbers of the FDA. Wat constitutes
clear benefit? Wat is a likely therapy to succeed? What
makes a study easy or inpossible to do?

And | will shed sonme light on that from our own
experience. One problemwe have had in trauma care recently
is, if the study has to have a benefit, that's very often
interpreted as a nortality benefit, saving lives, and that
makes a certain anount of sense, except that many of the
popul ations we're dealing wwth have a very low nortality

W th nodern, consistent, rapidly presented traunma care,
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whi ch neans you have to do very large studies to denonstrate
a nortality benefit. And one of the things | wll encourage
the FDA to consider as they look at this going forward is
t he devel opnent of surrogate narkers, whether it is anpunt
of blood I ost or functional status of brain injury patients,
that can be used to nake appropriately powered studies
easier to do.

Next. W are conducting a trial now at the Trauma
Center. This is a prospective observational trial, and it's
sinply what is our ability to get informed consent from
patients? Because we do have research nurses 'round the
cl ock, we can | ook at every trauma patient comng in the
door. | don't have detailed data on this study yet. This
is fromny desktop conputer as of yesterday afternoon when
put this together. But over the past 6 nonths, 2,011
patients were included in this study. You can see 43
percent of themarriving in the Trauma Center woul d have
been unable to give consent for a study, and you can see the
reasons why noted there, brain injury being the |eading one,
but intoxication, shock or hemodynam c instability, |anguage

barriers being the other.
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Next. O the 865 patients that we could not have
gotten consent from we asked the next question: Wen did
their legally authorized representative show up? Could we
have gotten consent fromthat person? And the answer is
about 50-50. The biggest problem as | already alluded to,
is that in 3 hours many of our patients still don't have
famly available. So, this is not even the gol den hour;
this is 3 hours later, we still can't find a famly nenber
to talk to, and that's a very conmon problem And then when
the famly does show up, there may be issues as well.

Next. Sonme other barriers we have. | believe
that patients who have suffered a brain injury or patients
who are in henorrhagic shock really can't give consent for
much of anything. | don't think you can have detail ed
di scussions with those people, particularly not if it's
interrupting the course of care. Having spoken to many
famlies about research consent in these situations, it's an
extrenely difficult conversation to have. | usually start
wi th sonmething on the order of, you know, "We're here to
take care of your famly. You understand that we're al ways

trying to find better ways to do that, that we do do
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research and do studies here."” Mst people get that, and
that hel ps frame the rest of the conversation, but even so,
| may be tine-limted. The famly is certainly tinme-
l[imted. They want to know what's goi ng on.

And ny inpression of having these conversations
early in the course of care in the patient, for instance,
when they're still in the trauma resuscitation unit, early
inthe OR, isit's very difficult to have this
conversation without making it sound coercive. You know,
"Your |l oved one's been horribly injured in an accident.
We're struggling to save your lives. Wuld you like to
participate in this research study?" And that's how it
conmes across to the famly, and no matter how well you frane
it, that's what they're hearing. That nmakes it extrenely
difficult.

Next. That's sone of ny personal experience.

"1l be presunptuous and take a couple of mnutes and nake
sonme recommendations for how | think this could work better.

Next. On the national level, | would |love to have
a, not just a coherent national policy, which I think is the

whol e purpose of this neeting, but also a national body to
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do this. | think that the vast majority of people out here,
the vast majority of the citizens don't really want to think
about this. They want us to do what's right for them and |
know that's paternalistic, but I think very often that's
true. Wen you take your car to the car deal er, you just
want themto fix it. And a |ot of people think about their
health care that way and this kind of research issue that
way .
| think that we should have a national |RB or

nati onal body that reviews requests for this kind of study.

| think it would allow for nuch greater consistency in
application. | think it would provide a resource for the
FDA, for the mlitary, for the NIH for other funding bodies
to have a consistent policy around wai ver of consent. |
think that would be a trenendous help to the researchers.
For those people in the popul ati on who do care about this,
for those who are deeply concerned about the ethics of
research, for those who are interested in and engaged in
this, this would give theman avenue to express their
concerns, and this would be a way to get those opinions

collected. So, would these people be representing the
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nation? Yes, in a way they would. | think that's probably
the best way to get this done with the best ethical
st andar ds.

Next slide. And then personally, fromthe ground
| evel up, ny IRB--and | spoke to our IRB Chair before | cane
over today--he would like clearer guidance, obviously. He
would i ke to know that he is in sync with the rest of the
country about how we're processing these things.

| think, personally, that sonme sort of graded
consent process or gradual consent is probably what's
necessary, beginning with notification to the community that
this is a hospital that conducts research studies, nmaybe a
sign in your |obby that says, "W do research here. Ask if
you have questions.” And then working up. Initial
notification to patients as you just heard suggested: "Can
we put you in a research study?" or "W're doing research
| s that okay?" Wthout getting into the details in patients
who have neither the tinme nor the capacity to deal with
that. And then an ongoing discussion, and | think it's very
clear that a good inforned consent process, particularly for

the conplicated kinds of trials we're | ooking at now, needs
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to be an ongoing process. |It's not a single, one-tine
nmeeting, "sign this paper"” thing. 1t's ongoing over a
period of time, and you have to conmt to doing that if
you're going to do this well.

And then finally, as you' ve already heard
suggested, | think when we do these kinds of studies, it's
mandatory to eval uate them afterwards, even things as sinple
as we have done: calling back the patients who have been
enrolled in one of these, after the fact, and saying, "Do
you renenber us talking to you about that study?" W've
done this incidentally. About half the people say no. The
half will go, "Yes, | renenber you tal king about it." W
asked them "Was that okay? Do you think that nmechani sm
wor ked?" And the response to that has generally been very
favorable. | haven't had anybody tell ne after the fact
"No, | don't like that." The nbst common response we get is
"Thank you very nmuch. Thank you for trying to do this
better." And thank you for |istening.

JEFFREY SHUREN: Questions fromthe panel ?

SARA GOLDKIND: 1'd like nore clarification, if

you woul d, on what you would see as a single national
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policy. Wuld that be, is that beyond FDA gui dance or?

RI CHARD DUTTON: No, | think FDA is probably the
right body to do this, and I'm happy to be here and
participate in the discussion. | think that the sinplest
thing a national policy should say is, again, nmy own
opinions, it should create a national board, whatever you
call it, an IRB, to reviewthis kind of study. It should
make that kind of national-Ilevel review nmandatory for people
wanting to do this research, and it should provide clear
gui dance to the local IRBs for how to take sonething that is
ethical and appropriate nationally and apply it on the | ocal
| evel .

DI ANE MALONEY: | have a question, just picking up
on the single national advisory board, and you tal ked about
it as a national IRB, but you also tal ked about it I think
in adifferent context as well. And so, | don't know if you
were proposing alternatives, because an | RB makes deci si ons
on go/ no-go versus an advisory board could be one that just
provi des advice or recomrendations that then a local IRB
t akes back and considers. So, were you proposing putting

both of those forward or?
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RI CHARD DUTTON. |I'm not sure exactly what the
right legal structure would be. I'mnot a lawer, so |I'm
not probably qualified to say. | do think that you could

handle this is a single national IRB. W heard earlier--51
studies in 10 years is not an overwhel m ng workl oad. This
is still arelatively small area of research. | think that
that national body would be advisory to the FDA, to the NIH
to ot her people considering funding studies or considering
approval, but in terns of talking to the local |RB, what
they would nostly be saying is, "W've |ooked at the study.
It meets our requirenents. It is appropriate. It is
et hi cal based on our work. Let's find a way to get it done
at the local level."

ROBERT TEMPLE: So, it sounds |like this body woul d
be sone kind of hybrid, something like a central |RB, but
better infornmed, w ser than what you expect, to the point
where they'd have an appropriate body of ethicists and
(indiscernible). So, it's a central body to review these
things and then farmthemout. Then the |local |IRBs would do
their thing or defer to it, | guess is what your thought is.

Rl CHARD DUTTON: Correct.
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ROBERT TEMPLE: |If nore of the effort becane non-
| ocal, do you have any thoughts about what that neans for
community consultation? How do you do that if there's a
nati onal body?

RI CHARD DUTTON: | think that's difficult, but
personal ly, as potential victim as we all are, | would |like
to think that ny research rights were being protected by a
group of people who are the best infornmed about the issues
i nvol ved, both the science and the ethics, and who are the
nost interested. And one advantage of having a national
body is it allows an avenue for people who are interested in
this and do have strong opinions to present to get those
forward. The problem as you' ve heard, with community
consultation is that nost of the community is very hard to
reach. There's a |lot of other nessages on their TV every
day, and there's a lot of other stuff in their newspaper,
and this is not sonething that nost people want to think
about .

| think that you still need the local IRB to be
engaged in this because you nmay have particular cultural

issues in certain communities, certain state laws or certain
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| ocal regulations that have to be fit into this as well.

But that's the role, | think, of the local IRB, is to take a
nationally approved trial and make it work in a particular
comunity.

ROBERT TEMPLE: | guess ny last question is it
sounds |ike you really feel that exactly what "unable to
gi ve consent"” neans ought to be clarified nore. | nean if
you can sort of nod yes or no in a vague way, is that
consent or what are the stages and grades of this? Wich

don't think is really addressed by anything we've witten so

far.

RI CHARD DUTTON: Well, 1've thought about it quite
a bit, and it applies in nedicine generically. 1It's not
just research studies. |It's what can you get away w th and

what can't you. And | think nost of us would say that it's
appropriate on an individual |level to be as conservative as
you can. So, if, for instance, | say to a patient, "This is
going to be a big operation. You may |ose sone blood. W
may--we wll transfuse you if that's necessary.” "Ckay."

If there's any hint that they don't want that, that either

requi res a longer discussion or an absolute prohibition
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agai nst transfusion before we go ahead and do that. And |
think that's how nost of us would approach that sort of
thing. Simlarly, in the research, | can't have a | ong
conversation at that nonent, but if there's a suggestion
fromthe patient that this is sonething they woul dn't want,
then we wouldn't do it.

ROBERT TEMPLE: And presumably, although this
isn't the forumfor this, how nuch you try has sonething to
do with how urgent the tinme of the intervention is. | nean
our rule does have sonething about the therapeutic w ndow,
but exactly how to factor that in with how hard you try
isn't terribly well specified.

RI CHARD DUTTON: Exactly right. If you're
bl eeding to death and your unconscious, you're going to get
transfused because we don't have tinme for that conversation.

If you're getting ready to have your aorta operated on
el ectively, we can have a nmuch | onger conversati on.

DENI SE ZAVAGNO. | had a question about the
statenent you said a couple tinme, that you think nost people
want others to take care of this, sort of simlar to when

you take your car to the car deal ership and you just want
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themto fix it. But we have found, at the FDA, that there
are sone people who feel very strongly about energency
research without infornmed consent, and they want to have
sonme input, and they want to know that they m ght be
involved in a clinical trial. If we noved the way we
eval uated research to this national advisory conmttee and
they live in Oregon and the neetings are here in Washi ngton,
D.C., or Rockville, Maryland, how would you deal with that?
Wul d you give peopl e an opt-out nechani smor recomend
that we have opt-out nechanisnms to handl e those individuals
who feel very strongly about energency research?

RI CHARD DUTTON: | agree. | think having this
done on a national |evel actually inproves people's access
toit. It makes it a higher profile, and nmakes it an
obvi ous "where to go," if you have a concern about this. |
agreed very nmuch with the statenents we heard before, that
this kind of trial should be publicly available. | should
be able to go to a governnent Wb site and | ook up what are
the provisions of this trial.

| think that opt-out is inmportant. | think we

w Il need sone kind of opt-out nmechani sm goi ng forward.
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Maybe ny driver's |icense needs to say, "Yes, organ donor.
No, research subject” on it. But |I think that would be a
lot--that's sort of opt-out would be a | ot easier to manage
nationally than | ocally.

JEFFREY SHUREN. O her questions? | have one
question. There's been a recurrent thene today about
conducting followup evaluations to kind of | ook at the
success or failures of processes we've put in place, and
you' ve tal ked about studies you're currently in the mddle
of conducting. Maybe there are others you have al ready
conducted. Are there particular validated outcone neasures
or benchmarks we shoul d be taking into consideration as we
nove forward?

RI CHARD DUTTON. It's very hard to say what
popul ati on, what percent of the popul ation should accept a
study before it's acceptable. | don't know legally or
ethically if that's how you woul d want to approach that kind
of thing. | think the best advantage you get from post-hoc
screeni ng, from asking your patients afterwards "Wat did
you think of this nechanisn?" is the individual statenents

you get back, of this was good, this was bad, "I |iked
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this,” "I didn't like this." And, again, having a | earned
nati onal body who can take that kind of feedback and do
sonething with it would be very hel pful

JEFFREY SHUREN. Thank you.

RI CHARD DUTTON: Thank you.

JEFFREY SHUREN: Next |I'd like to call Dr. Henry
Hal perin, American Heart Association's Energency Cardi ac
Care Comm ttee.

HENRY HALPERI N:  Thank you for the opportunity to
speak here. On behalf of the American Heart Associ ation and
over 22 mllion American Heart Association volunteers and
supporters, we would like to offer the foll ow ng cooments at
t he Food and Drug Adm nistration's hearing on conduct of
energency clinical research

Since 1924, the Anmerican Heart Associ ation has
dedi cated itself to reducing disability and death from
cardi ovascul ar di sease and stroke, the nunber 1 and nunber 3
| eadi ng causes of death in the United States, through
research, education, comrunity-based prograns, and advocacy.

American Heart Association efforts include, but are not

limted to, the follow ng: the devel opnment of evidence-
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based clinical practice guidelines designed to hel p advi se
physi ci ans and ot her providers on the prevention, treatnent,
and chroni c managenent of cardi ovascul ar di sease and stroke,
t he devel opnent of international guidelines for energency
cardi ovascul ar care in collaboration with the International
Li ai son Comm ttee on Resuscitation, and the devel opnent of a
series of high-quality courses and training materials that
serve to educate the public on how to recogni ze the signs of
heart attack and stroke, how to adm ni ster cardi opul nonary
resuscitation, and instruction on proper operation of an

aut omat ed external defibrillator.

Approxi mately 250, 000 people die annually from
sudden cardi ac arrest outside of the hospital. Central to
our efforts in inproving outcone of sudden cardiac arrest is
our commtnent to ensuring that clinical research in this
critical area proceeds and that the research findings are
translated into practice in an appropriate and tinely
manner .

There are a nunber of barriers to the conduct of
this research, and that is the reason for our presence here

today. | would Iike to conmment specifically about the issue
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of community consultation and public disclosure, inforned
consent in resuscitation research, and |'ve submtted a
draft docunent that is in devel opnment by the Anmerican Heart
Association. This docunent is not yet in final formand may
be nodified before publication, but there are a nunber of
concepts included within in it about which there is general
agreenent within the resuscitation community, and it is
these that are the substance of ny testinony today.

So, we feel that in the current guidelines, the
current limtations include that there are substanti al
del ays in obtaining approval for research study using the
ener gency exception process. Each institutional review
board may | ack experience in determ ning what types of
community consultation and public disclosure are necessary.
There's anbiguity in the regulations as to how i ndi vi dual
| RBs shoul d i npl enent such community consultation and public
di scl osure.

Next slide, please. So then the objective of our
work is to provide guidance for inplenentation of comunity
consul tation and public disclosure.

Next. We've devel oped a tenpl ate which provides
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for quantification of the m ninmumrequirenents that an IRB
m ght adopt. The tenplate gives exanples to help | RBs

qui ckly becone famliar with the process of inplenenting and
reviewi ng studi es proposed with exception to infornmed
consent, and the tenplate proposes the trials of

i nterventions approved by the FDA for the indication being
studi ed should require different |l evels of conmunity

consul tation and public disclosure than studi es of
unapproved interventions.

Next. So then the ethical guiding principle is,
is that there are a range of actions that are acceptable to
prot ect subjects' autonony dependent on the risk of the
study, and the risk referred to here is the increnental risk
of participating in the proposed study over and above the
ri sks of having sustained a |life-threatening energency and
being treated with standard interventions. The higher the
risk of the study, the nore stringent are the actions that
are required to protect subjects' autonony.

Next, please. A trial of an approved therapy
shoul d not require the sane |level of community notification

and consul tation as one where non-approved or not-generally-
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accepted interventions are being introduced for the first
time. For interventions that were not approved by the FDA,
the risk of the study could be increnmentally higher, and the
| evel of community consultation and public disclosure for
the study should simlarly be higher.

Next. W propose, then, that it is ethically
acceptable to stratify the intensity of comunity
consul tation and public disclosure based upon the
anticipated incremental risk to subjects of participating in
a research study. W acknow edge that any research study
may have unantici pated risks, but we base our argunent for
stratifying conmunity consultation and public disclosure on
the reasonabl e and prudent prediction of subject risk.

So then, for stratifying community consultation
and public disclosure, we feel it's anal ogous to how | RBs
currently review research protocols and infornmed consent
docunents. For exanple, IRB review of a protocol that
st udi es anonynous serum sanples will not require the sane
considerations as a project involving the use of a
surgically inplanted resuscitation device. The study of

anonynous serum sanples may be considered to have mnima

M LLER REPORTI NG CO., | NC.
735 - 8TH STREET, S.E
WASHI NGTON, D.C. 20003

(202) 546- 6666




90

risk and therefore be eligible for expedited review, while
the i nplanted device study requires standard | RB revi ew.

So then, for stratification of risk, the tenplate
breaks studies into mnimal, |ow, internediate, and high
increnmental risk. Instead of paying heed only to the
i nherent risk of the underlying disease, which is present
whet her the patient is enrolled in the study or not, we
recommend evaluating the increnental risk fromparticipating
in the proposed study. That evaluation can then be used to
determ ne the degree of community consultation and public
di scl osure appropriate for the proposed study.

So then this is the tenplate for assessnent of
incremental risk of being in a study. And it's probably
difficult to read that, but a copy of this is actually
included in the witten coomments so that it will be clearer
what's on the tenplate.

So, basically, the left colum is the study type,
and it breaks this assessnent into whether devices and
intervention are diagnostic, and then the mnimal-, |ow,

i nternedi ate-, and high-risk categories then have different

considerations for whether to put theminto those
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categories. And then the IRB could potentially use this

i nformati on, which are assessnments that I'Il get into in the
next few slides, to decide then which category it fits into.
And then the bottomrow is the comunity's potenti al
sensitivity, which is an independent factor. |If a comunity
m ght be particularly sensitive to one particular kind of
intervention, that actually mght rise the increnental risk
applied for the study, and then that would increase the

| evel of considerations and community consul tati on and
public disclosure that may be needed.

Next slide. So then this is a simlar tenplate
for suggesting community consultation and public disclosure
at different increnental risks. And so, once the study is
determined to be mnimal, low internediate, or high
increnmental risk, then different levels of comunity
consul tati on and public disclosure then can be applied based
on these considerations. And | have sone specific exanples
on the next few slides. And for patient/famly notification
of participation, we do feel that reasonable attenpts for
witten communi cation, regardl ess of patient survival

status, should be applied.

M LLER REPORTI NG CO., | NC.
735 - 8TH STREET, S.E
WASHI NGTON, D.C. 20003

(202) 546- 6666




92

Next slide. So then, as an exanple fromthe
tenplate, mninmal risk for a therapy would be if there was
FDA- approved for the proposed study indication and/or
already in clinical use for the study indication, and have
m nimal incremental risk of harmfrombeing in the study.
And this neans that random zati on does not introduce any
significant delay, and there's no | oss of privacy on review
of the data. In addition, it should be true that it's very
unlikely that there's sensitivity in the comunity for doing
this particular study. An exanple of this would be an
approved nmechani cal CPR device versus standard therapy,
where the nmechani cal device is approved for the study
indication. So then, again, the only increnmental risk of
being in the study is, does random zation inpart a delay in
applying the device and is there any |oss of privacy? |If
those two factors can be mtigated, then it really is a
m nimal risk study. And al so, am odarone versus |idocai ne
woul d be anot her exanpl e.

Next slide. So then, for a diagnostic to have
mnimal risk, it should be non-invasive and not used for

real-tinme clinical decisions and very unlikely to have
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community sensitivity. So, an exanple of this would be a
non-i nvasive nonitor and a | ow vol unme bl ood draw ng, where
data was collected and that was not used as part of the

t her apeuti c deci si on- maki ng.

So then low risk for a therapy woul d be sonet hi ng
t hat was FDA- approved for the proposed study indication
and/or already in clinical use for the study indication, but
there is a higher than mnimal risk of harmfrombeing in
the study and very unlikely to have community sensitivity.
And this would be a situation where in fact the act of
random zation mght actually cause a little bit of a del ay
in applying the device, so that there may be sone slightly
hi gher risk for the patient being in the study.

Next slide. So then the suggested comrunity
consul tation and public disclosure for the low risk study
woul d be for conmmunity consultation, review and feedback
froman appropriate group representative of the study
community, or alternatively, we can consider a solicitation
through a Wb site or public notices, such as a mass nedi a
piece wwth a call-in nunber and/or Wb address for feedback.

And then, for the public disclosure, it could consist, in
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this lowrisk situation, to be a single targeted effort nobst
likely to reach the study comunity, such as a mass nedi a

pi ece or distribution of information in a nore focused
manner to likely subjects. This actually comes fromreal -
wor |l d exanpl es where, say, a particular mnority group or
senior area mght be the subject of that study, and that
particul ar area then should be targeted. So then that could
be targeted with a poster, a brochure, or newsletter article
in a senior citizen center where the study woul d be
conducted. And then, for patient or famly notification, we
woul d recommend that there would be reasonable witten
attenpts.

And the tenplate goes through simlar
considerations for intermediate- and high-risk studies,
agai n increasing the anmount and types of community
consul tation and public disclosure required, or at |east
r ecomended.

So then, a manuscript has been comm ssioned to be
consi dered as an Anerican Heart Association scientific
statenment. That manuscript is under review and it's stil

in evolution, but we did include a draft of that. The
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Emergency Cardiac Care Commttee of AHA has created a Wb
site, and it's hard to see, but it's

www. aner i canheart. or g/ energencyexception. And this is
proposed as a repository of information for IRBs. This Wb
site is up and running, and it does have sanple public

di scl osures and sanple conmunity consultation. W' re hoping
this information will supplenent and add to information that
is available fromthe FDA

So then, in conclusion, we would respectfully hope
that these recomrendati ons could be seriously considered for
i npl enmentation into the final guidelines, and we thank the
agency for this opportunity to participate in this
di scussi on.

JEFFREY SHUREN:. Thank you. Catherine?

CATHERINE LORRAINE: Hi. | was wondering if you
could comrent on sonething for me. This is quite a finely
graded systemthat you're proposing |IRBs would apply in
reviewing this kind of research, and we've heard from
previ ous speakers that there is not uniform understandi ng of
t hese regulations or confort with the requirenments of this

research, anong IRBs. And I'm wondering if you've thought
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about how I RBs m ght actually be educated about such an
approach or whether you think it m ght be the purview of a
nati onal body, which has al so been alluded to?

HENRY HALPERIN: Well, certainly the national body
has, you know, certain advantages for uniformty, but--and I
think Dr. Weisfeldt wll talk about that a |ot nore further
on, but dealing with the |ocal issues, you know, would be
nmore difficult for the national IRB to deal with. From our
own experience at the Anerican Heart Association, actually
havi ng a nunber of nenbers who have actually participated in
a lot of these studies, a lot of themactually had input
into this docunent, and a lot of this is based on experience
fromdealing with I RBs.

And the education process seens to be a mgjor
i ssue here. The first tinme through for an IRB, they really
have no idea what, you know, what community consultation and
public disclosure really neans, and what types and ki nds of
community consultation and public disclosure are actually
needed in one particular study. So, there's a lot of, you
know, doubt in their mnds and they're trying to figure out

how do they deal with this.
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And what we're proposing in this work is, although
it is finely graded, | think there are real distinctions
anong these different levels of mnimal, |ow intermediate,
and high, where they could actually use concrete criteria
and actually read through this and actually decide, you
know, is this a lowrisk study or a high-risk study, and
therefore, you know, use the exanples that we provide or
what ever other information they feel is appropriate for
their owm situation in order to do it. But we're proposing
this as kind of a guideline to junp-start the process for
| RBs, and it would mainly be probably newer |IRBs, because
sone | RBs have gone through this process and have been
educated and have dealt wth the FDA a lot and are really
getting on board, but those are really the exception. W're
trying to make this a |l ot nore generally applicable by
giving concrete criteria for howto deal with these issues.

SARA GOLDKIND: 1'd like to just explore a little
bit nore the section that you have on conmunities' potenti al
sensitivities. So that would be the IRB, if | understand
you correctly, the local IRB making an a prior

determ nation of the sensitivity level for the community?
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HENRY HALPERIN. That--it certainly would start
with that. There have been sonme studies where a community
representative on the IRB m ght be asked this particul ar
i ssue, you know, what are the local political, cultural,
social issues in this community? And in a few situations,
it's been really nmade crystal clear to the IRB that there is
certain sensitivity anong, you know, in a particular group.

And, | nean, the IRB may not know about these things, but |
think it probably is incunbent upon the IRB to understand

t he make-up of the comunity at risk, and if there are
potential cultural, ethnic, social sensitivities that m ght
be there because of their particular population that's
there, then they actually should seek out representatives of
that community in order to at |east have sone, |ike, you
know, maybe reverends or Indian |eaders or sonething |ike
that, in order to see what that particular community where
the study may be done, you know, what particular
sensitivities they may have for this.

SARA GOLDKI ND:  So, given this nodel, do you see a
role for a centralized IRB for nultinational, for nmulti-site

studies, or do you think that this nodel best applies to
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single, you know, institutional |RBs?

HENRY HALPERIN. Well, | think it's probably nore
for institutional IRBs, but certainly it would be nice if
there actually were, in fact, concrete criteria for a
national body as well as |ocal bodies, so there was actually
sone degree of uniformty, at |east how the regul ati ons were
assessed and i npl enented, even though there may be, you
know, comunity differences that the regul ati ons now want to
happen. | think those could be done readily by the |ocal
community, but it would be, you know, one possibility that
in fact a national board would use simlar criteria so that
in fact the criteria are uniformanong all these different
bodi es, but yet the specifics that cone out may be tail ored
to a particular community, even though they're using common
criteria.

SARA GCOLDKI ND:  Thank you.

JEFFREY SHUREN. O her questions fromthe panel ?

Thank you very much. Next I'd like to call Dr.
Ronal d Mai o of Pediatric Emergency Care Applied Research
Net wor k.

RONALD MAI O Thank you. Energency research is
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conplicated by the need to bal ance patient autonony while
conducting the research needed to inprove patient care. The
Pedi atric Emergency Care Applied Research Network, known as
PECARN, was organized in 2001 wth the goal of conducting

hi gh-quality, scientifically rigorous research in pediatric
energency care. W are currently involved in a study that
will utilize the exception frominforned consent. W

appl aud the FDA in publishing the July 2006 gui dance and
provi ding the opportunity for public comment. The gui dance
provides greater clarity to the process of obtaining an
exception frominfornmed consent under 21 CFR 50.24. W

t hank the FDA for an opportunity to comment on those
portions of the guidance where we believe further clarity or
change i s needed.

First, we agree with the comments from our
col | eagues fromthe Neurol ogi cal Energenci es Treat nent
Trials, NETT, and the Resuscitation Qutcones Research, ROC
networks and will not repeat their cogent argunments
contained in their submtted abstract. W wll instead
focus on areas that have not been addressed or require

pedi atric input.
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Nei ther the regulation itself nor the 2006
gui dance recogni ze the personal |oss of autonony that is
i nherent in every enmergency encounter. Wile the research
communi ty has begun to understand the concept of increnental
risk, that is, additional risk associated with performng a
research study, we believe that we also need to begin to
i ncorporate the concept of increnmental |oss of autonony.
This is the additional |oss of autonony associated with
research.

In general, patients in enmergency situations do
not have personal autononmy. They do not have the | uxury of
di scussing clinical treatnent options with their physicians,
nor do their famly nmenbers. There is sinply not enough
time to have these discussions. Patients and their famlies
trust that their emergency physician will provide the best
care avail able, but what if that best care is unknown?

As a nation, we are faced with an ethical choice:

We can choose to allow every energency encounter to be an
uncontrol | ed experinment at the hands of the individual
physi ci an, and hence fail to advance the science, or we can

choose to enroll patients in a systematic manner into
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rigorously controlled clinical trials with regul ated
treatment arns and safety nonitoring ained at determ ning
t he best treatnent outcones.

The former approach, caused in part by the
difficulties in inplenenting this type of research, has been
described ethically as follows: "As the treating doctor,
you are free to do whatever you want as |long as you prom se
not to learn anything." The latter approach is nore ethical
because it maxim zes the |ikelihood of benefit for not only
t he individual patient, but also to society.

The take-honme point is this: WlIl-conducted
energency research itself poses no additional |oss of
aut onony beyond that of standard care. Wat this research
does do is (1)ensure the highest quality of care by
requiring the nost intense |evel of scientific review, and
(2) provide safety nonitoring above that of normal clinical
care, and finally (3) ensure that we can inprove the care of
patients to the maxi num extent possible.

We believe that the use of the term"life-
threatening condition" is restrictive in that it precludes

study of conditions that are not imediately life-
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t hreat eni ng but have significant norbidity. Pediatric
energencies are rarely life-threatening, but may have the
potential for serious long-termnorbidity, and there is
little research to determne optimal treatnents in the
energency setting. Surely, loss of linb or |oss of vision
or | oss neurol ogical function, for exanple, deserve the sane
benefits of carefully controlled research as |oss of life.
We believe that the regul ation should be ainmed at energency
conditions, that is, conditions that nust be addressed
i mredi ately and wi thout the delays inherent in a neaningful
di scussi on about informed consent.

The gui dance is not clear about what constitutes
"unsatisfactory or unproven therapies.” The term
"unsatisfactory” is neaningless unless it is placed in the

context of the question "unsatisfactory" conpared to what?
We believe that the threshold test for allow ng study under
t he exception should be clinical equipoise, that is, the

pr eponderance of evidence to date suggests that the two
treatments are equal, but there is a suggestion that a new

treatnent may be better.

For exanple, current survival rates for out-of-
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hospital pediatric cardiac arrest are approximately 5
percent with epinephrine. |Is that satisfactory? It is
conpared to placebo, but what if a new nedication shows
prom se in animal s? Wy should we accept 5 percent surviva
when the new therapy m ght provide 8 percent survival? Then
we woul d argue that epinephrine is unsatisfactory.

What if survival for near-fatal asthma, for
exanple, is 70 percent with current therapy, but ani nal
st udi es suggest 80 percent survival for a new nedication?
We believe that, in this context, the status quo of 70
percent survival is unsatisfactory.

We believe that the exception should be all owed
whenever there is clinical equipoise and therefore the
di rect prospect of inproving the care of patients.

Definition of community. The guidance inplies
that community consultation should attenpt to include both
t he geographi c popul ation fromwhich the subjects will be
drawn as well as the subjects who have the di sease of
interest. Prior studies utilizing the exception have shown
t hat many net hods of consultation with the general

communi ty, such as public neetings, have not been effective
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in achieving the bi-directional input that is intended in
the spirit of these guidelines.

We believe that targeted and focused conmunity
consul tation should occur in groups who are vested in the
study, such as community | eaders or patients who have the
di sease, to obtain neaningful input, particularly for
pediatric studies. Parents are constantly bonbarded with
i nformati on about potential diseases or concern for their
children. Messages regarding one particular study wll not
receive their attention if their child does not suffer from
that particular disease. People, in general, cannot relate
to the abstract; it is only when such research is rel evant
to thempersonally or is relevant to their constituents that
we w || achieve nmeani ngful input.

The gui dance does not provide IRBs with i nput on
what to do with negative community input. Although the
spirit of the guidance suggests that I RBs need to take
community input into account, the nessage may be perceived
as a need to obtain community consent.

Speci al Popul ations: Children. W believe that

t he gui dance shoul d be nore explicit about the applicability
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of the regulations to trials involving children. There may
be an assunption that children are nore vul nerabl e under
resuscitation circunstances than adults. In truth, al
patients in a life-threatening situation are equally
vul nerable. Excluding children on this basis would be
unjust. In addition, many assune that children
automatically have a parent or guardi an who can deci de on
research participation. This is not often the case in the
energency departnent, as children often present with school
personnel or babysitters. Even when parents or other famly
menbers are present, the enotional distress experienced
during a nedical crisis precludes neani ngful discussion
about informed consent during the therapeutic w ndow.
Finally, opportunity to object. Finally, we would
like to applaud the FDA on its enphasis of the need to
provi de opportunities for famly nmenbers or patients to
object to their participation in clinical research
protocols. Despite the argunents we have nmade in favor of
energency research, we recognize the tainted history of
research in the United States and the fundanental distrust

that some conmunities have in our nedical system By
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providing famlies and patients several options for refusing
participation, we go a long way in restoring this trust and
ensuring that future generations can reap the benefits of
participation in clinical research trials. Thank you

JEFFREY SHUREN. Thank you. Sara?

SARA GOLDKIND: 1'd like to explore a little bit
nmore with you your comments on community consul tation, and |
under st and what you were saying, that it should include
groups who have a vested interest in the study. However,
there are many circunstances, many conditions that, you
know, energency conditions where there is no easily
identifiable community, if you will, who have a vested
interest in the study--you know, trauma victins in a car
accident. W're all that vested. W're all that community.

Al of us make up that community. So, do you have any

t houghts on how you m ght approach comunity consul tation
for such energency conditions where any of us could make up
that comunity?

RONALD MAIO  That's an excell ent questi on.
think that in those cases--basically, |I think we have to

start fromwhat is the population that we're trying to
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approach. And if it is the general population, for

i nstance, sonething |ike trauma in a pediatric popul ation,
then I think we need a nore general approach, but for

sonet hing, for exanple, for seizures, it's possible that you
could do a little bit nore honed-down vi ew because, in fact,
a lot of kids that cone into the energency departnent that
do have sei zures have a history of seizures. Ganted there
is a small group that doesn't, and we would want to address
that in sone way, but | think we could be nore focused and
nore sel ective, and not just have, you know, one flavor, a
vani |l la for everything.

JOANNE LESS: You had nentioned in the beginning
of your comments that you're currently involved in a trial
and | was just wondering if you could give us sone exanples
of the community consultation that went on at your
institution, especially if your study does include
pedi atrics, and sone of maybe the additional consultation or
focusing that you did to take into account that patient
popul ati on.

RONALD MAIO  Well, this trial, or the portion of

the trial that's going to invoke the exception has not yet
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begun, and we are actually putting that together. W are
currently approaching the IRBs fromthe different sites to
di scuss with them how we m ght go about with this process.
So, | can't really tell you how we did it because we're in
the process of crystalizing that right now

DENI SE ZAVAGNO. | had a question about your
di scussi on about the term "unsatisfactory.” You--1 think
heard you say that it m ght be enough that the new treat nment
provides just a little bit nore benefit. M question to you
then is, would you have us use a different termthan
"unsatisfactory"? |Is there another termthat you think
captures the threshold that we should use when eval uating
whet her or not a specific treatnent could be used in an
energency trial?

RONALD MAI O  You know, | have to be honest with
you, | haven't thought much about a newterm |'ve just
t hought about the fact that we need to be open to what we
consi der unsatisfactory to be, and | think sonetines you
could argue for certain situations that, even if an
intervention is going to increase survival or decrease

nmorbidity by 1 percent, it mght be worth it. OQher tines
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you m ght argue that, you know, if we don't get to 5 percent
or sonething, it's not worth it. But |I think the point is

that we really have to be open about our concept of what do

we nmean about "unsatisfactory." Here, again, | don't think
you can just pick one nunber and say, well, if it's not 10
percent, then you can't do it. | just don't think we can

t ake that approach.

CATHERINE LORRAINE: | would like to ask you a
guestion about the regulation generally as it applies to
pediatric research, and |I'mwondering, in your experience,
if you find that there are, aside fromthe issues that
you' ve rai sed, whether there are other aspects of the rule
that don't fit pediatric research very well, or whether in
general it does fit pediatric populations as well as adults?

RONALD MAIO | think that the basic el enents that
are in the rule do, but I think where it falls down--and
|"ve made comments to this and it's also in our witten
comments--is this idea of children being an especially
vul nerabl e popul ation, and | think that, on one hand, yes,
they are, but when you're tal king about energency situations

in particular, if you' re talking about a child that's in
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extrems, that is unconscious, | think, | would say they're
just as vulnerable as an adult in that situation. | think
that's what we have to understand because | think there's
this visceral feeling, you know, that all of sudden, when
you want to do this with children, the reflex is "No, we
can't do it." But |I think that when we step back and we
ook at it in a, you know, a thoughtful and |ogical way, |
don't think that they' re any nore vul nerable than adults. |
mean that's my personal opinion, and |'ve practiced as, |'m
a general energency physician, and |'ve taken care of
adults, and |I've taken care of children too, that have been
in extrems. So, that's ny viewpoint on it.

M CHAEL CAROME: Just to clarify regarding
di scussion of "unsatisfactory,” your comments seemto
propose perhaps renoving that as a requirenent and
substituting the concept of "equipoise." 1Is that a correct
interpretation of your comrents?

RONALD MAIO  Yes, it is.

M CHAEL CAROVE: Thank you.

DI ANE MALONEY: | had a question, just wanted to

go back to the community consultation just froma practica
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standpoint. How hel pful would it be for sponsors to provide
information, if it's a nulti-center trial, to each of the
sites? And how nuch does one site pay attention to what
another site is doing in ternms of the variability, in terns
of the detail that m ght be provided in various comunities?
RONALD MAIO | think it would be very hel pful.
For instance, in nmy own case, | happen to be the Director of
the O fice of Human Research Conpliance Review for the
University of Mchigan, and we are in the process now of
putting together procedures so we can do this type of
research in energency nedi ci ne because we think it's
inportant. It was very inportant for the IRBs and the other

admnistrators at the university to see what was bei ng done

at other places, how to operationalize this. So, | think,
to answer your question, | think it would be very val uabl e
to get this information, but, once again, | think you have

to have flexibility because every place is going to be a
little different. But | think the nore exanples you have to
work with, the better, and | know that that's one thing that
our IRBreally liked to see.

JEFFREY SHUREN:. O her questions? One final
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gquestion regarding community consultation. W do talk a | ot
about trying to hear fromthose individuals with a
particul ar condition who m ght be subject to an energency
research clinical trial. 1In this day and age, there are
many patient groups representing individuals who have
various conditions, sonme of themthat may be |ife-
threatening. To what extent should we consider those groups
either as surrogates or conplenentary to engagi ng | ocal
comunities for input?

RONALD MAIO: | guess | would say that | would
definitely see them as conplenentary, but | wouldn't say
they serve as a surrogate for the community, and | guess
that's nmy viewpoint on it.

JEFFREY SHUREN: All right. Thank you. It is now
10: 25. W had planned to take a break at 10: 30, so why
don't we take a break a few mnutes early? And | will ask
everyone to reconvene at 10:40, rather than at 10:45. So at
10: 40, and we'll pick up there.

( Break)

JEFFREY SHUREN. And |let nme ask everyone to take

their seats.
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We're going to go just slightly out of order, just
due to a scheduling conflict. So, I'd next like to ask Dr.
Myron Wei sfeldt, Johns Hopkins University School of
Medi ci ne, to cone forward.

MYRON VEI SFELDT: Yes, thank you very nmuch for
allowing ne to address the panel, and particularly to deal
with ny timng problem | amthe Chairman of the Departnent
of Medicine at Hopkins. |'ve been involved in clinical
research for a lengthy period of time. Dr. Tenple wll
remenber that we did the pivotal study on TPA that got the
FDA to approve that in acute nyocardial infarction.
worked with a group at Hopkins and |l ed the group that led to
the first inplantation of an automatic inplantable
defibrillator in a human being, and those efforts that
resulted in significant patient survival led to ideas |ike
the AED project and, in fact, | did obtain the IDE for the
PAD study fromthe FDA, but it was only when we were ready
to start the study, | called the FDA to say that we were
going to activate our IDE, and | was told that we actually
didn't need an IDE for the study. So, it was an interesting

epi sode.
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My plea is really a reflection of some comments of
Dr. Biros and Dr. Hal perin, which deals with the
desirability of a national advisory board or national |IRB
for this type of research. | don't want to repeat or read a
witten statenent, but | would rather coment to the
substance of the issue nore informally because | think the
formal issues have really already been stated.

The first issue is that the bar for IRBs for this
kind of research is very high. Appropriate animal and ot her
preclinical studies nmust support the potential of the
intervention to provide direct benefit, and the risks
associated with the investigations are reasonable in
relationship to what is known. Those are very high
standards for IRBs to do. And the ROC consortium which Dr.
Onato and Dr. Mnei will describe, because of the breadth
and depth of the study, wll deal with 200 IRBs that are
i ndi vidually responsible for making this judgnent. And we
see within this network already the fornmulati on of at | east
regional IRBs for exactly the purpose that we are talking
about, that in these comunities, the academc IRB, with

better expertise, better know edge, is | ooked upon by I ocal
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| RBs as a reference IRB

But where we cone to proposed studies, where
really very difficult value judgnents will have to be made,
and 1'mgoing to nmention two because they are studies that
are on the agenda of ROC consideration in CPR research, and
those are the use of beta bl ockers in patients who have
cardiac arrest and resuscitation. There are animal studies
t hat show that beta bl ockers are beneficial. There are
ani mal studies that show no benefit. There are theoretical
reasons to think that use of a beta bl ocker may be harnful,
particularly after the period of resuscitation. So, there's
a very difficult value judgnent that needs to be made.

Anot her potential study is the adm nistration of
erythropoietin versus placebo in the arrest victim There's
much in the nmechanistic literature to suggest that this
agent may be beneficial. There are sone concerns about
prot hronbotic conplications of erythropoietin, particularly
when t he bl ood count goes up or the henogl obin goes up. And
there are sone pilot studies suggesting in man that this
agent m ght be beneficial in stroke, and in animal nodels

it's very clear that the agent appears to be beneficial in
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stroke and in acute myocardial infarction in experinental
animals. So, you have exanples here of the real-world
possibilities of inportant studies that we could do, where
this kind of value judgnent would be very difficult for

i ndi vi dual 1 RBs throughout the community to make.

The proposal for a national advisory body or a
national IRBis not intended to take the place in any way
fromany of the provisions that at least | have in ny m nd
for this advisory board versus the local IRB community
consent and community information. It is directed
significantly at the issue of the quality of the judgnment
that needs to be nade in this very sensitive area of
research and very difficult area.

| would rem nd you that in out-of-hospital
resuscitation, in trauma, and in CPR, we are dealing with
popul ations in which the survival is 10 percent in CPR and
in severe traumatic injury, the survival rate is 40 to 60
percent. So, when you are approaching the famly, as you
must do and should do, with regard to their inclusion in
research, in the CPR arena 90 percent of those famly

menbers will be told that their | oved one, without their
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consent, participated in research that was approved by a

local IRB, and that notion is terribly intimdating in fact

to the doing of research by local IRBs fromthe point of

view of litigation. And this is, that issue is particularly

true for small studies of the practice of research that

m ght go on in individual centers of research as prel udes,

if you will, Phase 1/Phase 2 studies to, nore broadly, Phase

3 studi es where outcones might be definitively decided on

the basis of small pilot studies in a |ocal environnent.
There is always concern in every setting about the

expertise of the individuals and the conflict of interest

issues. And | believe that the advisory commttees of the

FDA and the advisory commttees to the NIH that are

appoi nted on the basis of the criteria that we have for such

appointments are the best that this society and this country

have been able to generate fromthe point of view of

know edge and under standi ng and freedom from conflict of

interest. And the governnent having a significant role in

t he appoi nting of such individuals, | believe, enhances the

credibility, the integrity, and the desirability of the

process of assessnent.
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| think in the public arena there are a | ot of
comments that are worthy of attention about how panel
menbers and advi sory nenbers are appoi nted, but | do believe
that the attenpts and the efforts that are being nade in
these two bodies, the NIH and the FDA, are probably the best
that one could imagine for identifying individuals with
know edge and expertise and freedom from conflict of
i nterest.

| have only--and therefore, | don't want to be
doctrinaire about whether this body should be mandatory or
advisory. | think, if it is created, it will becone usual
practice, and therefore | do not think it matters. And |
think the exanple that nakes the point is the reconbi nant
gene therapy issue. |It's where for many years we had an
advi sory comm ttee on reconbi nant gene therapy where ngj or
studies and all studies needed to go, and that commttee,
historically, was di sbanded and then, when a difficulty
occurred in this arena, that body was reestablished in an
effort to provide reassurance to the public about safety of
that particul ar aspect of clinical research.

A final final point, that the regul ations and
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approach, which I amprofoundly in general support of, do
not provide any guidance as to what to do with conmmunity
input that is significantly adverse to the perfornmance of
the study. Yes, we can exclude or try to exclude people who
object to the study by wearing paraphernalia that m ght
identify themas objecting to individual participation, but
if there is an objection in general to the perfornance of
such studies or the specific details of a specific study, it
is very hard to identify what guidelines would be used as to
what shoul d be done with adverse conmunity i nput.

A reference national IRB, with a Wb site, with
comments that cone in on a national level, with a Wb site
that is responsive, could not only provide the answer to
that particular question, but obviously, when simlar
guestions canme up at other IRBs, a reference to that
protocol, that question, that answer, could be available for
use by the local IRB

So, | believe it is not only the science and the
integrity and the judgnent about appropriateness that m ght
be enhanced by this type of body, but | believe this body

woul d be frequently consulted by the local IRBs with regard
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to the community consultation issue as well as the issue of
t he appropriateness of the Phase 1/Phase 2 | ocal study,
where it is very difficult for a local IRB to nake a

j udgnent .

"Il conclude by just an exanple. Although |I've
been involved in the kind of Phase 1/ Phase 2 studies, again,
through the magjority of ny career, when | was at Col unbia
University we | ooked at the literature and got interested
for a lot of theoretical reasons in how good it would be to
put the patient, during CPR, in a prone position rather than
supi ne position and to press on the back, because there were
a lot of theoretical reasons why that m ght be better and
there were sone pilot studies w thout controls that
suggested that reasonabl e perfusion could be obtained. It
took 4 years and an ultimte judgnment of m nimal risk that
ultimately got the approval to do a study in which, at the
end of failed resuscitation, we would put the patient from
their back on their stomach and then put them back on their
back again and, just for 2 mnutes, would neasure the
arterial Dblood pressure in those two positions. It wasn't

an overwhel mngly successful study; it wasn't a detri nental
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study. But the 4-year delay was quite remarkable in terns
of being able to do this. |If we had a national IRB, | think
that that kind of delay, that kind of anxiety about, of

| ocal I RBs over approving, if you wll, adventuresone
studi es that have reason would certainly be enhanced.

So, again, | appreciate the opportunity to speak
to the group and woul d be happy to answer further questions.

JEFFREY SHUREN. Thank you. Questions fromthe
panel ?

ROBERT TEMPLE: This national body you think
shoul d report to whom exactly? 1Is it an FDA body, an OHRP
body, an NI H body, an independent private body, or doesn't
that matter?

MYRON VEI SFELDT: I n the ongoing studies that we
are doing in the Resuscitation Qutcones Consortium | see a
| ot of conmunication and a lot of collegiality in the
rel ati onship between NIH and FDA, and whether this could be
a body that would have joint reporting or whether it should
report to one or the other and be available to the other
agency, | think that's a governnental issue. But | see the

two having a stake, very significant stake, in this issue.
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JEFFREY SHUREN. Well, along those |ines, you had
tal ked about the FDA advisory conmttees, the standards that
we use. In selecting nenbers for this national body, rules
for operation, are you suggesting that we use the sane
regul ati ons, the sanme requirenents and standards that we
currently use for the FDA advisory commttee? And, if so,
do you think that there should be any additional tweaks to
that in the setting for this particular entity?

MYRON VEI SFELDT: | have on one occasion served on
an FDA advisory commttee on CPR, and | thought that the
criteria and standards that were used--there were sone of
the nmenbers of the panel that were allowed to be present but
not to nake a judgnent or a vote because of conflict of
interest--1 really thought the entire FDA process was
comendabl e and was a high standard, and | think that
standard woul d be excellent for this purpose.

CATHERINE LORRAINE: | would like to ask you to
el aborate a little bit about the expertise that you would
like to see represented on a national board.

MYRON WEI SFELDT:  Yes.

CATHERI NE LORRAINE: Particularly in light of your
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comment that this kind of board could supply sone help to
|l ocal I1RBs on issues of sensitivity in communities and
particularly negative attitudes.

MYRON VEI SFELDT: | would think this body should
have broad, rather than narrow, representation, but clearly
a significant conponent of scientific--a scientific body
capabl e--and the majority, | think, should be of a
scientific nature in emergency nedicine, but | think that
ethics, legal, comunity input, as are on |IRBs, would be
very inportant to be part of this body.

JEFFREY SHUREN. O her questions?

DI ANE MALONEY: | just also wanted to ask,
because, again, |'ve heard a |ot of people talk about a
national |IRB or a national advisory board, or sonething
national. And, to nme, an IRB is one thing, and, you know,
there are regul ations that descri be what an | RB--what the
make-up is, what an | RB does. FDA does have advi sory
commttees as does NIH, you know, the RAC that you nentioned
on gene therapy, and they are not IRBs. So, | don't know
if--could you conment on your take on, is it inportant that

this body actually be a national IRB or that there just be
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sonme sort of national body that could provide advice on
scientific and ethical issues?

MYRON VEI SFELDT:  In nmy witten comments here,
|"ve deliberately denurred from nmaking a judgnment on that
issue, and I"'mgoing to continue to not respond. | do not
believe it is inportant as to whether it is in fact advisory
or IRB specifically designated. | think the existence of
either, on the basis of what we've discussed, would be a
step in the right direction.

JOANNE LESS: Can | ask a question? You had
menti oned that you had served on sonme of our FDA advisory
commttees, and | was just wondering, would you see, instead
of having a national advisory board, if we just took all of
these studies that cane in to us to our advisory commttees?

Because currently we do not take too many | NDs or |DEs--at
| east IDEs, | don't know about | NDs--to our advisory
commttees unless there's particular issues. And would that
serve the sanme purpose? O do you see an advantage or
di sadvant age?
MYRON VEI SFELDT: | believe that the panels at the

FDA have a specific regulatory requirenent and objective,
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and those differ, in ny opinion, fromthe goals and
obj ectives and the perception of the public, that the public
woul d have about an advisory commttee or a national IRB. |
think they're differential, you know | think you could do
this with expandi ng or changi ng the m ssion, but of course
that is isn't then an advisory panel. The constituting of
the FDA is for the safety and efficacy of drugs and devi ces.
That's specific, that is, yes, you pronul gated these
regul ations. W understand you are involved deeply in the
enforcenent and the quality controlling of those issues, but
the role that an advisory conmttee could have in the
context of what |I'mtal king about is different.

JEFFREY SHUREN:. Thank you.

MYRON VEI SFELDT: It was a pl easure.

JEFFREY SHUREN: Next I'd like to call Dr. Robert
Nel son of Children's Hospital, Philadel phia.

ROBERT NELSON: Thank you and good norni ng. Just
by way of introduction, I'ma critical care physician in
pediatrics at Children's Hospital in Philadelphia. | should
say, as part of the full disclosure, starting next week,

"1l actually be joining FDA in the Ofice of Pediatric
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Therapeutics under an I PA as their pediatric research
ethicist, but I'll still be keeping ny faculty appoi nt nent
and ny academ c and research activities and job at
University of Pennsylvania. So, it occurred to nme this my
be the last tine, at least for a while, that | can
officially advise the federal governnent. (Laughter)

So, although I'm speaking for nyself, ny conmments
are informed by the work that |'ve conducted over the past 2
years with nmy coll eagues, Nancy King of the University of
North Carolina and Ken Kipnis of the University of Hawaii .
Together, we will be submtting witten comments that wll
address the questions in nore detail by the Novenber 27th
deadl i ne.

| and ny col | eagues are supportive of the concept
of research conducted under an exception from i nforned
consent, but remain concerned that a lack of clarity in the
interpretation and application of the criteria, along with a
failure to conduct a robust and transparent process of
community consultation, wll underm ne public trust in the
conduct of energency research. The primary source of

ongoi ng controversy is the interpretation of the criteria
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that available treatnents are either "unproven or
unsati sfactory."

The criterion "unproven" is fairly straightforward
and should be interpreted sinply as the absence of any proof
of effectiveness. However, the criterion "unsatisfactory"
IS subject to a range of possible interpretations. This
criterion should be stricter than the ethical requirenment
for equi poise that serves as the basis for controlled
clinical trials. Rather, as suggested in the preanble to
the 1995 proposed rule, the criterion "unsatisfactory”
shoul d mean that the available treatnents failed to prevent
a significant proportion of deaths, or nortality, or
permanent disabilities, or norbidity. Wen there is a safe
enough proven standard treatnent, non-consenting research
subj ects should not have that treatnment withheld in favor of
an unproven intervention, no matter how promsing it may be.

We are concerned that extending the exception from
i nformed consent to include clinical trials between
treatments that are in equipoise wwuld, in effect, elimnate
i nformed consent as a noral requirenent for research

whenever obtaining consent is not feasible, even if
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avai l abl e treatnments are both safe and effi caci ous.

We support the clear distinction between community
consultation and public disclosure that is found in the FDA
draft gui dance. However, we believe that the nora
acceptability of research conducted under the energency
exception frominformed consent rests on a robust process of
community consultation and on the transparency of this
process and of the conduct of the research.

Unfortunately, we believe that many forns of
community consultation that are currently practiced do not
satisfy the noral requirenent for two-way conmunication. In
particul ar, such a comuni cati on process nust be open to the
possibility that changes nay need to be nade in the protocol
or other aspects of the research. W believe that the
research protocol as well as inforned consent docunents
shoul d be available to all nenbers of the community on a
routine basis. It is a problemthat this is not required.
In addition, the requirenent for an opt-out nechani sm shoul d
not be used as an excuse to w thhold such docunments from
menbers of the community who have expressed doubts about the

r esear ch.
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The noral requirenent for transparency in the
process of community consultation suggests that the adequacy
of such consultation should be readily apparent to al
menbers of the community, including regulatory authorities,
such as FDA and OHRP

There are two procedural issues that we do not see
addressed either in the FDA draft guidance or in the
guestions posed in preparation for this public neeting.
First, the regulations require that an I RB whi ch cannot
approve the research report this to the sponsor, who then
must report this to FDA and to other involved IRBs. W
believe that this requirenent is consistent with the noral
i nportance of transparency and community di al ogue that
serves as the foundation for this type of research. W are
aware of instances when an | RB has rai sed questions about
t he appropriateness of certain research under this
regul ation, only to have the investigator, at the behest of
a sponsor, wthdraw the protocol from | RB consideration
Since the IRB had not taken a final action, the concerns of
the |RB were not reported directly to the sponsor nor to FDA

or other involved IRBs. W believe that any action by an
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IRB, including a failure to take action based on concerns
rai sed subsequent to the subm ssion of the protocol, should
be reported via the sponsor to the FDA and ot her involved

| RBs.

Second, we are also aware of energency research
under an exception frominformed consent taking place under
a Special Protocol Assessnent that has been granted by FDA

It is our understanding that such an assessnent neans t hat
there can be no changes in the protocol based on subsequent
et hical concerns that are raised during the process of
community consultation. W believe that granting a Speci al
Prot ocol Assessnent for enmergency research to be conducted
under an exception frominfornmed consent is contrary to the
spirit of transparency and to the two-way communi cation
which FDA cites in its own draft guidance. Nor should the
FDA be forced by its own regulations to allow research to
nove forward despite serious ethical shortcom ngs reveal ed
during the process of community consultation and/or during
| RB revi ew.

Bef ore concluding, as a pediatrician who has

conducted research on the application of an exception from
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i nformed consent to the obtaining of parental perm ssion, |
shoul d add one comment about pediatric research. The
feasibility of infornmed and voluntary parental perm ssion
remai ns an issue even if the parent is physically present at
the child s bedside. Although parents want there to be a
process of communi cation, our research supports the view
that a narrow t herapeutic wi ndow, such as 30 m nutes, may
not provide sufficient tine for a parent to nake an infornmed
and voluntary choice to permt a child s enrollnent in
emer gency research
Nevert hel ess, there should still be a carefully thought out
process by which the parent can opt out of having the child
participate in such research
Al though the criteria for such research remain the
sane, the practical application of these criteria in the
context of pediatric research needs to be evaluated on a
case-by-case basis. |In addition, there should be active
i nvol venent of parents drawn fromthe appropriate
communities in the design and conduct of such research.
Finally, we support the view that research to be

conduct ed under an exception frominformed consent be
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subject to an initial public discussion of the

appropri ateness of the proposed research under the existing
regul ations. Such a public discussion is even nore
essential when there are substantive differences of opinion
about the interpretation and applicability of such criteria

as "unsatisfactory” and "practicably.” As has been
di scussed, dependi ng upon the sponsor, that public
di scussion could occur before either before an FDA advi sory
commttee or under the auspices of an NIH council. | m ght
add that the only difference I m ght see between calling
that an IRB or not is whether |ocal IRBs could then defer
under an FWA to the opinion of that body as nore than just
sinply an advi sory body, but hopefully, they would ask and
answer the sane questions that an | RB woul d ask and answer.
The questions that could be productively addressed
in such a public discussion include whether the research
nmeets the criteria for being conducted under an energency
exception frominformed consent, the communities that should
be involved in the consultation, the appropriate processes

for conducting such consultation, nmechanisns for opting out,

and other issues. |In effect, such a neeting could serve as
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the first event in a robust and transparent process of
community consultation. W do not hold the position that
all such research would, over tine, require such a review
However, the use of such a review process would establish a
worthy tradition. Over tinme, the public interpretation and
application of the regulations would allow for the
identification of protocols that would not require such a
process. It turns out the RAC actually follows that sanme
kind of a triage process as well.

Al t hough we believe that there can be greater
clarity and gui dance about the criteria for conducting
research using an exception frominformed consent and
i nprovenent in the process of community consultation and the
overal |l transparency of research conducted under such an
exception, we do not believe that either the guidance or the
process can be specified with such precision to obviate the
need for ongoi ng public discussion and review of protocols
conducted with an exception frominforned consent.

Now, that's the end of ny prepared remarks. Let
me just make one other conmment in response to sone of the

di scussi on about community consultation. You could outline
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broadly sort of two different approaches to where community
consultation fits in this process. One is the protocol fits
the regulation, so let's go out and do the community
consultation. There |I think it would be for a fairly
strai ghtforward purpose of assessing the conmunity's
response to that protocol. The second would be if you're
unsure of the fit, where that community consultation
actually becones a process of the design and conduct of the
research, where you take to the community that's invol ved
the very question as to whether they think the research is
wort hwhi | e enough to be conducted under an exception. And
my omn viewis that | would privilege the view of the
community, who would then benefit fromthat research in
addition to the patients and the parents of those pediatric
patients who may benefit fromthat particular research

And the method I think is key. | don't believe
that community consultation is for the purpose of protecting
the community. That's for us, in the design of the
research, to take care of. It's as nuch to assess the
comunity's view of the appropriateness of the conducting of

the research within that community, and the approach that |
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woul d offer is one that we used in the research that |I'm
mentioning. It was focus groups, where you can use purpose
of sanpling. You go out and draw themin. You don't just
open the door and see who arrives. And then you actually
carry that research through to thematic saturation using
gualitative research techniques to where you're fairly
certain that you' ve heard everything that can be heard.

One of the challenges, is your group
representative of that population? But that's sonething
then that those | ooking at that would be able to ascertain.

And, as an aside, this work I'm nentioning was published in
Pediatrics in 2004, and it was a community consultation for
in-patient cooling after cardiac arrest in pediatrics.

So, we defined it to where we could go to the in-
patient popul ation and parents that were in-patient to
gather the community, which is an easier task than trauma
and EMS systens, and it was conducted with the | RB having
approved the protocol and then the second step of comunity
consultation. W didn't then carry out the trial because it
was clear that a single-center trial of that question really

woul dn't be effective in answering it, and there are current
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di scussi ons about doing that as a nulti-center trial. But
that's as sone background.

Wth that, 1'lIl stop and entertain any questions.

Thank you.

ROBERT TEMPLE: Thank you. | know we're not
supposed to argue with you, but let nme tell you, the
presence of an SPA does not ban anendnents to a protocol. A
Speci al Protocol Assessnent is what it is, it says what we
think of it, but if you want to put in the protocol and
anmend it later, there's no rule against that.

But | have a question too. You discussed the

standard of what exactly "unsatisfactory" means for the
standard therapy, and that plainly is a problem And a
counter-proposal was that as long as you're in equipoise
about the two, that's good enough, and you didn't think that
was good enough. W have at | east one study that | won't
describe, in which an approved therapy would be conpared
with the therapy that, let's say for the nonent, people
think is likely to be better in certain critical ways and is

not an unknown therapy. |It's used in sone popul ations

already. So, in that circunstance, "unsatisfactory" really
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translates to people think they could do better and have
sone reason to think so. Do you think that's not good
enough under the circunstances or would that be part of your
redefinition too? That's really not the sane as "no good at
all."

ROBERT NELSON: R ght.

ROBERT TEMPLE: It's well short of that. |It's an
accept abl e therapy, but people think they can inprove on it
in an energency situation that really matters. How do you
feel about sonething |ike that?

ROBERT NELSON: Before | answer that, let ne
respond to your non-argunment. (Laughter) What | would
advocate is including clear guidance about that because, at
least in trying to deci pher the SPA regul ations, all we
could find was | anguage about scientific concerns, and not
ethical concerns. In other words, the protocol could only
be anmended based on scientific issues. |If that's incorrect,
wonderful, but I think then that woul d be just one--

ROBERT TEMPLE: Protocols can just always be
anended. There's not restriction. |It's just advice.

ROBERT NELSON:  Ri ght .
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ROBERT TEMPLE: It's not a requirenent.

ROBERT NELSON: I n response to your hypothetical,
| think that's where | would privilege the robust conunity
consul tation, and, personally, | would put that question to
the community and just ask whether that's a reasonable thing
to do. As | was listening to this, it would--you know, you
woul d consi der, for exanple, very differently an active
control equivalence trial, where in fact you have two very
close interventions, | think that would be viewed very
differently than, say, a three-armtrial, where you had a
pl acebo in that as well, which would be even nore deeply
problematic if, in fact, you're doing that.

The increnmental risk, | think, argunent would
argue that the risk of such an active control equival ence
trial, again, depending on the data that you' ve got to
support either intervention, would be probably small, and |
do believe there's good evidence that you're better off in a
research trial often, not all the tine, than you are getting
of f-1abel clinical practice, but I mght point out at |east
the very trial conducted under an energency exception was

t he cross-|inked henogl obin, where in fact if you got the
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intervention, you did worse, and that was stopped by the
data nonitoring commttee.

So, we could kind of debate back and forth, but ny
own view personally would be to privilege a robust community
consul tation around that very question, rather than
precluding that fromgoing, if you wll, into that process.

ROBERT TEMPLE: Ckay. That al so suggests that
you' re sonewhat synpathetic to the idea that different
studi es have different |levels of risk associated with them

and that m ght affect what you do or how nuch consultation

you get. Is that true al so?
ROBERT NELSON:  Yes. | have seen the AHA document
as one of their outside reviewers and like it. So.... Like

it now (Laughter)

JEFFREY SHUREN. O her questions?

DENI SE ZAVAGNG: | had a question about opt-out.
You nentioned it in two different terns, and one was just a
parent m ght choose to opt out. So, ny question actually
goes to the nore general use of this notion of an opt-out
provi sion when, let's say, a sponsor is conducting a multi-

center trial and the sponsor offers the ability for people
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to, you know, have sone kind of indication that they're
opting out. How practical do you think that is? And, for
instance, if there are |lots of these kinds of studies
happeni ng t hroughout the United States, if different people,
you know, different sponsors offer different nechani sns for
opting out?

ROBERT NELSON: | think there's two things that
you' ve put together. One would be the ability to identify
yoursel f ahead of tinme as soneone who woul d choose to opt
out of a trial should you becone eligible, such as
bracelets, if you're going to be hit by a car crossing the
street and you don't want to receive artificial blood
substitute. That's a very different question than it is
aski ng soneone if they're even capabl e of being asked when
they first arrive, "Do you or do you not--do you want to be
in research or not?" M opt-out comments are related to the
latter. 1In other words, everyone should have that question
asked. | wouldn't consider that consent.

DI ANE ZAVAGNO  Ri ght .

ROBERT NELSON: What you're really looking for is

this sort of visceral reaction on the part of sonme people

M LLER REPORTI NG CO., | NC.
735 - 8TH STREET, S.E
WASHI NGTON, D.C. 20003

(202) 546- 6666




142

about "No, | don't want to be involved in research.” And
that's it, and how you ask that is going to vary from study
to study, but it's a very short kind of question. And those
that don't have that kind of visceral response to research
woul d probably say okay. The broader opt-out nechanisns, |
think, are nore challenging, and | don't think I really have
anyt hing enlightening to say about it. So...

DI ANE ZAVAGNO. | nean | think that is something
we do want to hear from people on, is how practical that
woul d be from you know, the broader issue. How could it be
done and be neani ngful ?

ROBERT NELSON: Well, really the only experience |
woul d draw from are perhaps those that have DNR orders
within EMS systens. There are nmechani sns by which people
who feel strongly about sonething can identify thensel ves as
sonmeone who doesn't want sonething, and the only clinical
anal ogy | woul d know about would be trying to respect Do Not
Resuscitate orders within EMS systens and state | egislation
that allows for that kind of prior identification, often
usi ng a docunent, sonetines using a bracelet and the |iKke.

That clearly depends upon your ability to get information
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out to the public, which, we've already heard, docunentation
is problematic. But that coul d work.

JEFFREY SHUREN: O her questions? Thank you very
much.

Next I1'd like to call Dr. Joseph Ornato and Dr.
Joseph M nei, National Institutes of Health, National Heart,
Lung, and Blood Institute and the Resuscitation Qutcones
Consortium

JOSEPH ORNATO  Thank you very much. M nane is
Dr. Joe Onato. |'ma cardiologist and enmergency physi ci an.
| " m professor and Chai rman of Energency Medicine at
Virginia Commonweal th University Medical College of Virginia
in Richnond, Virginia. |'malso the EM5 Medical Director
for the City of Richnond and the Fire Departnent, and | have
the distinct honor of also serving as the Cardiac Co-Chair
for the NI H sponsored, N H N HLBI - sponsored Resuscitation

Qut cones Consortium affectionately known by us as RCC.

My col |l eague, Dr. Joe Mnei, is involved in the
surgical side, and I'll have himgive you his titles.
JOSEPH M NEI:  |'m Joseph Mnei. 1'mthe

prof essor and Vice Chairman of the Departnent of Surgery at
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UT Sout hwestern Medical Center in Dallas, and the Chief of
Surgery at Parkland Hospital, which is a regional |evel 1
trauma center that serves the Dallas Metroplex. M role in
t he Resuscitation Qutconmes Consortiumis to serve on the
Executive Cormmittee as the trauma principal investigator.

JOSEPH ORNATO  Thank you. | will be giving the
brief formal comments, and then we'd be delighted to try to
address any questions fromthe panel.

Sudden, unexpected out-of-hospital cardiac arrest
and maj or trauma, as everyone knows, clains hundreds of
t housands of |ives per year, and we've learned in the ROC
consortium how t hey share many common physi ol ogi ¢ nmechani sns
and chall enges. From a public health standpoint, cardiac
arrest and mgjor trauma have no equals. The nunbers of
peopl e dying fromthese conditions are absolutely
st aggeri ng--equivalent to one or two junbo 747s full of
passengers crashing and killing everyone on board every
single day of the year. Cardiac arrest and nmajor trauma can
strike virtually anyone, fromcradle to grave, no warning,
and in an instant they can turn a healthy productive person

into a victimonly mnutes from bi ol ogi cal death. Despite
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what the American nedia depict on television, where al nost
70 percent of cardiac arrest victins receiving CPR nake it
out of the hospital alive and well--and that was actually
docunent ed, as sone of you may know, in the New Engl and
Journal about 10 years ago--the actual odds of surviving a
sudden, unexpected out-of-hospital cardiac arrest in the
United States are only about 5 percent--1in 20, not 3 in 4.

In large cities |like New York and Chi cago, where traffic
congestion and high-rise buildings make it difficult for
energency crews to reach victinms quickly, reported surviva
fromcardiac arrest averages only one in 100. WMjor trauma
victinms are not nmuch better off. Approximately 175, 000
injury-related deaths occur in North Anerica each year, and
life-threatening traumatic injury is the |eading cause of
death for persons 1 to 44 years of age.

The National Institutes of Health/ National Heart,

Lung, Bl ood Institute-sponsored Resuscitation Qutcones
Consortiumis approximately 2 years old now. [It's,
approximately, a 50-mllion-dollar governnentally sponsored
clinical trials network wwth a m ssion of conducting

adequat el y powered random zed clinical trials that can
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det erm ne whet her prom sing drugs, devices, and therapeutic
strategies can inprove neurologically intact survival from
out -of - hospital cardiac arrest and major traumatic injury.
The consortiumincludes investigators, study coordinators,
and public safety/energency care providers from 1l different
geographic areas representing 8 United States and 3 Canadi an
sites. Like our colleagues in the Neurol ogi cal Energencies
Treatnent Trials and Pediatric Energency Care Applied
Research Network, or PECARN, our clinical investigators and
their teanms have extensive experience wth the exception to
i nformed consent procedures, not just in our recently

| aunched and devel oping ROC trials, but fromroles that many
of them and us have played as investigators, clinical trial

| eaders, energency care directors, or public safety
personnel in prior studies, such as the Public Access
Defibrillation trial, the ASPIRE study, and the recently
conpl eted Pol yhene study. W appreciate the opportunity to
provide our input to the FDA's draft guidance relating to
the exception to informed consent requirenents for energency
research.

In general, the ROC investigators believe the
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exi sting exception to infornmed consent procedures for
energency research strike an appropri ate bal ance between the
need to find nore effective, safe treatnents for immnently
life-threatening, incapacitating conditions and the rights
of individuals in our society. Qur experience is that the
criteria for allow ng studies under 50.24 provi des adequate
protection of human subjects and permts conduct of
scientifically rigorous research. The existing regul ations
and the draft guidance docunent are generally well witten
and of great value to investigators seeking to conduct such
research with the highest noral and ethical standards,
particularly in the areas of study design and execution,
public disclosure, and community consul tation

The ROC i nvestigators support the opinions and
recomendat i ons expressed by our colleagues in NETT and wl |
not repeat or elaborate further on their points today. W
believe that a central I RB or other experienced national
panel coul d be considered as an option for advising |ocal
| RBs that either have little experience with the energency
exception process or are struggling with a particularly

chal l enging i ssue. However, we do not support requiring al
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proposals to be reviewed by a central | RB because we're

concerned that it may delay inplementation of inportant

research studi es wi thout adding significant value to the
pr ocess.

Since the majority of ROC study popul ations are
adult, we will target our coments primarily to research on
adults, knowi ng that many of the inportant, unique issues
pertaining to enmergency research in children are being
addressed by our coll eagues in the PECARN network. W'l
focus our comments on two issues. W have provided for the
commttee answers to the questions posed in the consent
notice in our electronic subm ssion, and we will not go over
those in detail.

So, our two issues are as follows: First, the
need to stratify the intensity of community consultation and
public disclosure based upon the anticipated increnental
risks to subjects of participating in a research study.

A maj or purpose of the FDA draft docunent is to
provi de gui dance to investigators, |IRBs, sponsors, and
others on inplenentation of community consultation and

public disclosure. A nunmber of the questions being asked of
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this nmeeting's participants center on whether there should
be a m ninmum Il evel of community consultation or required
public disclosure elenents pre- or post-study. W support
the position of our colleagues fromthe Anerican Heart

Associ ation and agree that there should be m ni mum

gui delines for each of these areas, but that the m nimm

| evel of community consultation and public disclosure should
be based on the increnmental risk associated with the study
interventions. And | think that point was made beautifully
by our coll eagues from AHA earlier.

Qur second point centers around the exception from
consent for energency research, and we believe that it
shoul d extend to review of the nedical record to the tinme of
hospi tal discharge as the standard in enmergency research
21 CFR 50.24(b) currently states that "I RBs nmust ensure
there are procedures in place to provide information about
t he emergency research study, at the earliest feasible
opportunity to the subject, if the subject's condition
permts this; the subject's |legally authorized
representative, if the subject remains incapacitated; or the

subject's famly nmenber, if no legally authorized
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representative is available, including notice that
participation in the study may be discontinued at any tinme
w t hout penalty or | oss of benefits to which the subject is
otherwi se entitled."

The ROC investigators agree with these
requi renents, but suggest an inportant nodification that
woul d permt the exception fromconsent for energency
research to extend to review of the nedical record to the
time of hospital discharge as the standard in energency
research. Once the experinental intervention has occurred,
the physical risk of inflicting harm whether evident
i mredi ately or after sone delay, fromstudy participation is
over. Currently, when a patient or other suitable
representative as defined in 21 CFR 50.24(b) is infornmed
that the patient was a subject in a research study under the
energency exception, they're given the option to w thdraw or
di scontinue participation in the study. W agree that
standard, witten infornmed consent procedures nust be
followed for further interactions with the patient or their
famly, such as followup tests, interviews, or other

eval uations. However, as discussed in a recent paper by
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several of our ROC | eaders and team nenbers--and we've
provi ded you the reference in our witten subm ssion--review
of the clinical record is necessary to determ ne inportant
out cones, such as survival to discharge. |If consent is
required for this review but not granted, then these data
are mssing during analysis. Since seriously ill or
di sadvant aged patients may be less likely to assent, then
i nvestigators cannot determne reliably whether these
vul nerabl e patients were harned by the intervention. |If
m ssing data are different fromconplete data, then the
anal ysis is susceptible to bias, and the concl usions coul d
be m sl eading. Thus, wthout access to subject records for
review, the investigators will be unable to ensure tinely
safety review, and study results are likely to be biased
significantly.

We believe this is not just a theoretical concern,
but is actually a common problemin clinical trials that
i nvol ve patients at high risk of death or other adverse
events. Many of us in ROC were involved in the Public
Access Defibrillation trial. That trial required

investigators to train over 19,000 volunteer l|lay rescuers
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from 993 communities in 24 North Anerican regions. There
were nore survivors to hospital discharge in the units
assigned to have volunteers trained in CPR plus the use of
AEDs--30 survivors anong 128 arrests--than there were in the
units assigned to have volunteers trained only in CPR--15
survivors anong 107. The P value was 0.03. Had only a
couple of patients or famlies denied consent for the

i nvestigators to determ ne whether the patients survived to
hospi tal discharge, this |landmark positive trial would have
appeared negative, since it's customary for an
experinentally treated patient whose outcone is unknown to
be assigned the worst outcone, i.e., death, the control
patients the best outcone, i.e., survival. Another exanple
is the DAVID trial, and I won't go into the details, but

we' ve provided themin witing.

We believe the solution to this dilemma is to
extend the exception fromconsent for energency research
rule to include review of the clinical record upon hospital
di scharge as the standard in energency research. The only
potential risk to patients associated with review of the

clinical record after the intervention is |oss of privacy
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and confidentiality. W believe that appropriate safeguards
al ready exi st under HHPAA to mnimze this risk

Finally, our ROC | eaders and investigators cannot
enphasi ze enough how critical it is for clinical research to
continue to nmake progress in treating |ife-threatening
enmergency conditions, such as cardiac arrest, trauma, and
ot her acute, incapacitating disorders. The public health
consequences of these nedical and surgical energencies are
staggering, and we as a society have a noral and ethi cal
obligation to find nore effective and safe therapies. It is
not possible to conduct |ive-saving research in the pre-
hospi tal energency setting w thout the provision for
exception to infornmed consent. W applaud and appreciate
the efforts of DHHS and the FDA in soliciting input on the
draft guidance relating to the exception frominfornmed
consent requirenents for energency research. W believe
that, with relatively mnor nodification, the regul ations
and draft guidance strike a reasonabl e bal ance between the
need to conduct ethical, potentially life-saving research to
find nore effective treatments for critically ill and/or

i njured subjects and the need for human subject protections.
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Thank you.

JEFFREY SHUREN: Thank you. Let ne ask regarding
this central IRB or advisory commttee, you had said that
this body could advise local IRBs, but it wouldn't be
required. Let nme ask, do you have thoughts in terns of
woul d there be criteria for when soneone would go to this
particul ar body--for exanple, would this be tied to
incremental risk? And, secondly, who would have the ability
to call on this body? Is it FDA who would decide? Is it up
to any particular IRBto go to this national body?

JOSEPH ORNATO  Thank you for the question.
have to share with you that there was a fair amount of
di scussi on anongst ROC investigators and | eadership on this
very subject, and as one m ght expect, with a fairly w de
range of individuals and a great deal of experience on the
part of many of the individuals, there were sone different
opi nions on exactly what our official position should be,
because it is a conplex question and it offers opportunities
as well as challenges in terms of how you woul d actually
execute it.

In the end, it was very clear that the consensus
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was as | stated, that the group felt that such a body could
be of value, and its particul ar val ue woul d be on perhaps
sone of the nore thorny issues or issues in which a
particular IRB mght not feel it had a | ot of experience
with the exception to infornmed consent procedures. And in
that regard, | think the sentinent was that it shouldn't be
turned to, the central IRB shouldn't or the central body,
whatever it's called, shouldn't necessarily just be turned
to in high-risk, or not |lowrisk, procedures, but rather
that it mght be a resource that would be available for
circunstances in which an IRB felt that it m ght be
beneficial to get a nore experienced body that, over tine,
woul d accumul ate a great deal of experience with this
process and weigh in on their opinions.

So, inthe end, | think we felt that it would be
hel pful to have such a body, but that it's essentially the
| ocal IRB that should nake a judgnment as to whether it woul d
be hel pful to tap into that resource.

ROBERT TEMPLE: The question of data from people
who' ve opted out of the study is obviously a thorny one. It

al so cones up in routine studies that don't involve
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energency research. Can you nmake any distinction between
sonething like vital status, which is, in some sense, part
of the public record anyway, and the other information, |ike
the rest of the person's hospital record and--well, do you
make any di stinction?

JOSEPH M NEI :  The point that you're making is
obviously an inportant one, and when you take a | ook at a
pati ent who decides to not give assent to continued care,
t he obvi ous inportant question is, what is the outcone? And
| think part of the answer to your question is what are the
outcones that are specifically being | ooked at. Perhaps in
a sinple live-die, then maybe vital statistics could be
| ooked at, but | think we're getting to a point where we're
| ooking at different outconmes than just |ive-die, where the
ability to l ook at the nedical record is a necessity in
order to determ ne safety of procedures that were perforned
in the pre-hospital setting. So, | think that it really is
an inportant aspect, as we bring forward here, that we do
have the opportunity to | ook at the nedical record for these
safety conditions as well as the outcones as defined by the

st udy.
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JEFFREY SHUREN. Di ane?

DI ANE MALONEY: | had a question. |'ve heard,
thi nk we've heard a couple of tines today now
recommendations to consider stratifying the intensity of
community consultation based on the increnental risk. And
fromreading the conmments and listening, | think I'm hearing
that that goes to sort of the anmount of comunity
consul tations and the back-and-forth, but do you think the
| evel of information or the detail, you know, how rnuch
i nformati on you woul d provide in community consultation
shoul d vary depending on the increnental risk? And, again,
recogni zing that the audiences will vary and so you woul d
tailor to the audi ence, but assum ng a simlar audience of,
say, for instance, parents in a pediatric trial.

JOSEPH ORNATO.  Well, | guess ny response to that
is | think there are certain fundanental elenments that, no
matter what the trial, clearly need to be conveyed, and |I'm
not sure off the top of nmy head | feel confident |I can |ist
all of them but certainly the essential elenents of the
trial; a bit of a background on why it's being conduct ed;

certainly sonme information about the condition itself; the
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ki nd of subjects that are involved; briefly the design; any
potential concerns about risk or safety involved in the
trial; the kind of nonitoring, supervision, oversight, and
review that's taking place--1 think, you know, many of the
el enments that really are providing transparency, so that
soneone attending a neeting or a focus group, hopefully,
woul d feel that they' ve gotten a good briefing on really
what' s goi ng.

As far as how intense it should be, | guess |
t hink that probably should be factored in because a tri al
that does involve a certain anount of potential nedical
risk--and I'lIl give an exanple. | recently chaired a DSVMB
for a European trial that involved giving a thronbolytic
drug to patients during cardiac arrest. That's a different
domain than a trial that perhaps is |ooking at two different
ventilation rates, sonething actually that we're | ooking at
doing as a next trial in ROC, that are within standard
practice, that are, you know, in need of, we believe,
further clarification in terns of whether it's better to
ventilate a little faster or a little slower, know ng that

right now there's a pretty broad bell-shaped curve as we

M LLER REPORTI NG CO., | NC.
735 - 8TH STREET, S.E
WASHI NGTON, D.C. 20003

(202) 546- 6666




159

| ook at what rescuers do.

So, | think, you know, the latter kind of a trial
probably has very little risk associated with it, at |east
in our opinion, because it's essentially standard practice.

Ri ght now we're just trying to fine-tune it. But the
former trial, which is clearly not standard practice, which
i nvol ves adm ni stration of a drug for an indication that is
uncustomary to say the |east, nonetheless, at |east at the
time, was a prom sing hypothesis turned out to be a negative
trial. That kind of a trial, where the drug has potenti al
known conplications |I think has a bit of a different
requirenent in terns of the review certainly and, | believe,
t he di sclosure as well.

DI ANE MALONEY: Can | just ask a follow up

guestion? | haven't heard a | ot of discussion today about
public perception-- | nmean | know comunity consultation,
but public perception. | think at |east a nunber of people

in the public who are not very infornmed about clinical
trials, if they were to hear about a study after the fact,
especially a trial in which sonebody, you know, died, and

heard that sonebody was entered into a study w thout
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consent, the reaction would be "Ch, ny gosh, that was not

the right thing." | nean sone people would react that way.
So, recognizing again this notion of increnmental risk, even
if there is less risk, where do--do you see sone benefit,

t hough, in still having a |lot of consultation early on
because of the public perception?

JOSEPH ORNATO  Absolutely. | think that the risk
to a study, the risk to investigators, the risk to all of us
who are involved in trying to make progress on conditions
such as major trauma, cardiac arrest, neurologic
energencies, and the like, the risk is fromus not being as
careful, cautious, and open as we possibly know how to be
wi thin reasonable, practical limts, because | think, you
know, the American public, at |east as those of us who work
inthis area have seen tine and tine again, have provi ded us
repeatedly excellent input and feedback in the consultations
that we did. The PAD trials is a good exanple. W got
sonme, | think, really helpful ideas fromour citizens who
were involved in communities participating in PAD. And |
think the concern that any of us have is to make sure that

we really are in fact effectively communicating to the
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public what it is we're contenplating doing, and under the
gui delines that you' ve all provided, having an opportunity
for themto talk to us and really provide us sone feedback.
You know a |l ot of these trials are pretty straightforward,
but sonme of themare highly controversial, |ike the Pol yhene
recent trial. And that's one of the reasons | think our
group feels that there needs to be sone flexibility, as I
think you've witten into the existing docunents, to all ow
IRBs to really put the finger on the pulse of the | ocal
comunity and really figure out, you know, how nuch rea
rigor, maybe extra rigor, needs to be provided until
everyone feels that they've really done their job properly
ininformng the community and really hearing back fromthem
on how they're reacting to the, you know, the project that's
bei ng proposed.
JEFFREY SHUREN. O her questions?
JOSEPH M NEI: Can | add just one thing to that?

| think if the--1 agree, obviously, wth what Dr. O nato was
saying, and | think the inportance in sone of these things
is the background, and that is we may have what we consi der

a lowrisk study in a high-risk popul ation, and, for
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i nstance, that nmay be getting a little out of ny | eague
here, but does the evaluation of two accepted drugs in
cardi ac arrest and | ooking at one drug versus the other,
that would seemto be relatively lowrisk in a high-risk
popul ati on where we know that nost people who have out - of -
hospital cardiac arrest are going to die. So, | think it's
very inportant that we have those initial discussions, even
if we ook at the increnmental risk in the study as | ow, the
popul ation at risk m ght be so great that those are

i nportant points to nake.

JEFFREY SHUREN: Thank you. Next 1'd like to cal
Dr. Paul Pepe, U S. Metropolitan Emergency Medical Services
Medi cal Directors Consortium

PAUL PEPE: Thank you very nmuch, and good nor ning,
everyone.

First of all, I want to say that I've really been
very pleased with the rules that have been devel oped. There
was a ot of hard work that went into this, despite a | ot of
times uninformed, | think, rhetoric or political pressures
in different ways. |In fact, this has been a good job.

There's sone fine-tuning that could be done. W've heard a
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lot of it, and by the way, in terns of education, the three
Rs of education, which is repetition, reiteration, and
redundancy, you'll get sone nore of that today. So, | hope
that I'll nmake sone new points as well as | go through this.

You heard that | was representing the U. S
Metropolitan EMS System Medical Directors. These are--it's
a consortiumthat's really not an organi zed group per Sse,
except these are people who have a position, who are final
deci sion-makers, in terns of protocols and nedical care
delivered to about 50 mllion Amrericans. They represent the
medi cal directors from Secret Service, FBlI, Wite House
Medical Unit, and the 25 largest cities in the United
States. So, they have mgjor interest in this, and I'm
hopefully, reflecting the major sentinments com ng from nost
of themas | do this today. And the group, as | said is,
again, responsible for the resuscitative and ot her nedi cal
energency care that goes in that pre-hospital setting, you
know, before people get to the hospital, et cetera.

Now | basically want to give you, as a way of
background, |'ve been involved in the area of doing this

kind of research for many years and starting out in the
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Seattle system |'ve been, actually |I've been a public
servant now -ny paychecks have conme from either nunicipal or
state governnents--for the |last three decades. So, | |00k
at nyself, first and forenpbst, as a public servant, and I
try to be a public steward and a protector of the fol ks that
we serve here. And actually |I do have a conflict of
interest, by the way, though, outside of that, ny conflict
of interest that I'm being over the age of 35 and ny wife
is a woman 45 years of age, and therefore we are at risk for
sudden death, okay? W care about this stuff. And also |
drive --1 also drive an autonobile sonetines in the hours
where there's people on the roads who have too much blood in
their al cohol system (Laughter) So, we are all at risk
here, et cetera, and ny children as well.

Ckay. So, our story begins at, when we conducted
alot of trials early on, we actually used exception to
informed consent. |'ve been involved with probably over a
dozen studi es between the city of Seattle and later in
Houst on, but the cool part was that the public thought this
was great. They really wanted it and our cities to be part

of what we were doing. W thought that was our m ssion.
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And when they did a 60 M nutes on us back in 1978 sayi ng,
"If you're going to have heart attack, have it Seattle," it
was | argely based on the research that we were doing and
that, you'll see in a second, | call "research" "re-search."

In other words, quality assurance of what we're doing to
make sure we're doing the right things for the public at al
tinmes.

Later, when | got to Houston, | was even nore
sl eepl ess because we conducted nearly a dozen clinical
trials in that setting. And part of what 1'mgoing to tel
you is that a large part of this was that we're here about
t oday tal ki ng about community consultation was just, was a
de facto thing we were performng at that tinme. Up-front,
prospectively, we were informng people in the public
setting, through the nedia, et cetera, and elected officials
what we were going to be doing, and I'll explain why, I
think, as we go through this in just a few m nutes.
So, I"'mnowin Dallas and part of the ROC, and |I'm

responsi ble largely for the community consultation that goes
on for that particular thing in our area, et cetera, and |

have a |l ot of data here to show that a ot of this was
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prospective. W get front-page headli nes whenever we put
out a study that we're doing or whatever, and you'll see al
the letters here fromeverybody fromthe mayors and the City
Council nmenbers and the news directors of every station, how
much they support these efforts. And part of that is the
prospective invol venent of people understanding what this is
al | about.

So, let nme go through this. The cognitive roadmap
for today will be to, basically, at the end of the session,
| hope that you'll understand that the exception to consent
concept is absolutely crucial for the people we serve, that
many currently accepted treatnent plans are enpiric and may
even be harnful, and that even FDA-approved interventions
have not been confirned as life-saving--1'll even point out
that they may even be detrinmental in sone cases--and that
mllions of Arerican famlies are denied the right to the
nost advanced care because sonetinmes you're getting the
standard of care, et cetera, which we think is probably a
problem and then as a result, hundreds of thousands have
really died needlessly, as I |ook back now, as a result of a

| ot of our inaction of not studying sonme of these things
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earlier.

So, the community consultation concept is sound,
but it does have sone [imtations, and we'll go through this
inafewmnutes. And if we're going to continue the way
we're doing it right now, without stratification, funding is
going to have to be provided, so we're going to have to pay
for this because it takes tine and effort to do a | ot of
the, the way this has been interpreted. And also | agree
w th what we've heard earlier before, was that there's a
need to refocus on key targets and that there has to be a
need to adopt a new perspective, as |'ve heard fromthe
previ ous speakers. This is our public trust that we' ve got
to be doing this stuff.

So, going out fromhere, I'mgoing sort of start
off and say why | think that inforned consent is so crucial
to people. It's going to be, again, reiterative of what
you' re heard today, but to put it bluntly, trauma is
basically the nunber 1 killer of those |less than 45 years of
age, but | think, nore inportantly, as you've heard from Dr.
Biros, the kids have to be |ooked at. There, it's the

nunmber 1 killer of our children, and that's an area of great
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concern to ne and, | assune, everybody else in this room
The Wrld Health Organization says this is sonething we
shoul d be worried about, because not only is it the nunber 1
cause of death worldw de, but for every death, four tines as
many peopl e have permanent disability that may be been
prevented if we had acted sooner with certain ways. And

al so they think, by the year 2020, it will exceed infectious
di seases as the nunber 1 cause of |oss of adjusted,
productive years of life.

It's a big deal, and it's getting worse, and we
need to be on top of this. And, as you heard earlier today
fromDr. Dutton, that we basically also have the increased
risk of terrorism so therefore, it's a politically
attractive thing to Il ook at as well, even though I'm nore
worried about driving down the Central Expressway today than
| amfromgetting killed froma terrorist. So.....

Al right. Likew se, we heard about sudden
cardiac death. | think | want to really point out the
obvi ous here because it's like Dr. Ornato just said, | nean
these are sone of the nost reversible things of the things

we can do and we can save lives a lot nore lives if we do
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focus along these areas. Wth out current protocols, we
state 5 percent. Actually I think that--Lance Becker and |
came up with that number; we think it's actually a lot |ess
than that. W actually qualified it as less than 5 percent,
and yet it's totally reversible. For exanple, in the cases
of ventricular fibrillation, the live-saving potential is
amazi ng. Mst of you have heard about one of the studies we
conducted at the airport in Chicago, and in that area we
actually found a first year of study that public deploynent,
whi ch was controversial because we're letting people do this
wi t hout any kind of informed consent, w thout, you know, the
subj ects being, who are going to be studied, like the
public, you know, we're going to use this--it was a big
deal. And yet, part of that study was to see--we knew t hat
children coul d use these without any further instruction.

So, we wanted to see how this would play out. And of the
nine cases in that first year that went down right in the
termnal area, right in the termnal and right in the gate
areas, the ticket counters, 100 percent were saved that

year. \Wien | say "saved," nost of them were waking up

before traditional EMS even arrived. So, think about the
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inplications for the traditional way of approaching this,
where people usually end up on ventil ators, even the
survivors, for several days. W know the potential is
tremendous. And by the way, on that other issue about
people, it turns out that six of the people in these cases
who aptly operated this thing had never actually been
trained in it or operated it. They had just heard about it
and followed the instructions.

The point is, is that this is a highly reversible
process, and we knowit. It's kind of a "duh" statenent,
but I want to reinforce this, because if you' re |ooking at
|l ess than 5 percent, there's a problem But, you know,
there's nore to that. Nevertheless, AEDs are not avail abl e
everywhere. | don't know if we have one in this building or
not, but even if we do in the future, I'mmay be on a boat
or on a ski slope or sonething else, or you may not al ways
have it available, and also nmany cardiac arrests are
unw t nessed. W have to see if we can get people in other
phases, netabolic phases, of arrest or whatever, ischemc
phases of arrest. And many arrests are not "shockable."

Now, here's the interesting thing: Mny life-
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saving devices we think are life-saving are stil

unval i dated. They' ve been shown in prelimnary trials to be
very effective in experinental circunstances. And even
those that are FDA's. And yet we haven't validated them
|"mgoing to show you in a few mnutes why | think that's so
inmportant. A couple of things, for exanple, that are FDA-
approved are things |like the |Inpedance Threshold Device or
the EZ-10 i ntraosseous infusion. The questionis, is that

if it costs my governnent, ny city, ny fire departnment $70 a
head to use these, am | absolutely sure we should spend

t hen? Because that will be an inpact of $70,000 next year
for us, just inthe city of Dallas alone, for exanple. And
we want to know the answer: |Is it validated in nulti-center
studies? And yet this is FDA-approved. But to do that, and
this is where the stratification issue cones in, |I'm going
to have to go through a whole period of comunity
consultation, when it basically is sonething that may be a
standard practice in sone conmmunities right nearby us, et
cetera. O can | just do a quality assurance study, as |

|l ook at this, and see if it really does work? And the big

issue there is just the random zation issue, which we'l|
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cone to. Because we, you sort of heard, junping ahead,
peopl e said should we do community consultation for a, if
we're just doing a ventilation rate? So, part of it may be,
are you going to get this device? Soneone saw | got it, but
soneone else didn't. And the way we do this particul ar
study everybody's going to get a device, but sone are going
to be inactive. But still people want to know. The bi ggest
problens | have in our comunities have not been whet her or
not I was entered into a study and treated |i ke a gui nea
pig. That's not what happens. People say, "How cone |
didn't get the device? How cone half the people got it?"
It's actually just the opposite in our communities, where we
find that. And that's an inportant reason to educate the
public, the officials, the nmedia, ahead of tinme, of the

i nportance of doing controlled trials, and I'll give an
exanpl e here in a second.

The probl ens that even FDA-approved interventions
have not been confirnmed as life-saving is inportant because
many currently accepted treatnent plans, which have been
enpiric and, | think, logically nmake sense, have been

actually found to be harnful, and I'll give you a coupl e of
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exanples. As a result, hundreds of thousands of Anericans
have | ost their |ives because we haven't studied these
things or done the quality assurance, is what | call it,
okay, as a routine. An exanple would be that w dely
accepted standards of care, such as fluid resuscitation for
trauma, as studies that are done by Dr. Dutton and al so
nysel f have shown that in certain popul ations, they not only
have no cl ear advantages, the current things that we use,
but they actually may be detrinental, particularly in cases
of uncontrolled henorrhage. So, if we hadn't done those
kinds of things, a |lot of people may have lost their |ives.

So, again, "research" to ne sonetines sounds |ike people
are doing, experinenting in a |laboratory, when | think it's
just basically fine-tuning what we are doi ng and | ooki ng at
t his.

More inpressively is that when you conduct these
trials on a regular basis, which, what we try to do is to
try to make sure that we're constantly in that node as nuch
possible. W do it because it saves lives. And a classic
exanple of that is the first thing | ever actually did in

the city of Houston, which is the anti-shock garnents.
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These were required by law in two-thirds of the states, to
be carried on the anbul ances, and it nmade sense because they
rai sed bl ood pressure, and that seened |ike a good thing.
As it turned out, probably raising blood pressure before you
get control of internal henorrhage may be a bad deal. So,
as it turned out, we studied it, and we were entering it--it
was required by law, but we said we'll do it on an every
ot her day basis, because this was difficult to blind, of
course, et cetera. So, as we did that, you have
advertisenments out there saying that controll ed shock can
save live, yet when we did this, we had baseline survival of
50 percent for the group re-entering, those who had gunshot
wounds to the chest and belly. As we ended up doing this,
what we found was that the MAST group, after the first 6
mont hs of study ended up getting nearly a 70 percent
survival. That's a 70 percent inprovenent over baseli ne.
So, if you did a historical control, you would have said,
"Ww Cat's pajanmas! This is great stuff.” But had a
control group that had a 78 percent survival rate, okay?

But the thing is, you said, well, we introduced

this horrible device. It was the standard of care. And the
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interesting thing about this is that we saved lives just by
doing the study, not only because we protected people from
the future, but there was closer scrutiny of care given,

rei nforcenent of standard procedures--we got everybody

t oget her and deci ded what's the best way to do this--and
prospectively, we inproved survival for both control and
study groups. And | think what's inportant is that we saved
nmore lives. The advantage of being entered into the study
far exceeded the detrinment that was given by the thing that
was standard of care, et cetera. So, tens of thousands of
lives | think could be saved really from on an annual
basis, fromdoing this, and | think that's a matter of
public trust.

So, anyways, | would say the other thing you have
to point out, | really, you know, sonmeone nentioned that it
sounded ki nd of paternalistic, you know, when we heard
previously fromDr. Dutton that the public basically doesn't
really care. | think they do care, but they do have trust
inus, and it's a matter of trust that they actually hope
that we are doing this, we're giving themthe best |evel of

care, that we're constantly seeking for that. And they're
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not aware of the day-to-day protocols. They really believe
that--if you ask the average person that you go out and ask,
what are we doing in the back of the unit, they don't have a
clue. They trust that we're doing the best job possible,
and we are trying to do the best job possible. And so,
that's been part of the problem is that, as we heard before
fromDr.--1 thought it was so articulately, it just really
articulately, it very articulate the way that Dr. Maio said
that there are uncontrol |l ed experinents going on every day
fromwell-intentioned people, and this is so nuch nore
strai ghtforward because we know what the plan is. There is
a concept of inplied consent every day that neets the public
expectations as a whole, but when you do scientific
protocol s, everybody knows the plan up front, et cetera, and
it's a standardi zed approach that's known ahead of tine, and
| think that that's what's key.

Third thing is that public awareness is stil
i nportant because what happens is the only people who | have
found in ny experience that conplain are basically
di senfranchi sed peopl e, soneone who's mad at the paranedics

or mad at a City Council nenber or nmad at sonebody
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sonewhere, and basically conme out and (indiscernible) or
peopl e who have not been well-informed or people feel like
they're getting cheated. Here's the interesting thing. For
exanple, in our comunity is the African American conmmunity,
for exanple, I've met with a lot of them Different tines
it would be pastors, et cetera. Part of it is feeling |ike
they're often denied actually getting the advantages of
care. And yet, what happens in the pre-hospital setting,
where everybody gets the sane treatnent, there is actually
an advantage that's given to under-served popul ations, et
cet era.

So, community consultation is inportant, and |
think that it's sound, but there's current rules--
limtations and rules, as you heard before, where you have
to do it. It beconmes obtrusive when you have cases of
t hi ngs where you're just basically | ooking at ventilation
rates or whatever it may be or sonething that's already a
standard of care that we're doing.

There needs to be a re-focus on certain targets.
| agree--what | heard is that having focus groups out there,

a lot comunity efforts--what we've done is we've done
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studies with our nedia and our city officials, and we find
that's not a useful way of spending your tine getting the
word out to the public. There are better ways of doing
that. But you may have certain exceptions to that, for
exanple, if you want to look at |ike particular patients
t hat have heart attacks and get sone input ahead of tinme for
them just, say, how should we conduct this or do you have
any suggestions for us? | think that's fine.

There is a need for prospective rel ationships--
"Il be wapped up in about 2 mnutes, if that's okay.
There is a need for prospective relations with the nedia,
politicians, and health officials and all of those fol ks
ahead of time, and al so inspirational enpowernent of the
medics. And | think that, as Oscar Wl de once said, it
basically is personalities, not principles, that nove the
age or that nmakes a difference. | have sonmething that you
can | ook through, the rest of the handout. | have sone
suggestions about the individual questions that cane up.

But, in summary, what | wanted to say is that |
t hi nk that what we heard today about stratification and |

think there is an i nmediate (indiscernible) community
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consul tation and certain suggestions, although I still think
t hat public announcenent of certain things should take, if
there is a random zation procedure, and that you basically
have to start focusing nore on nmass nedia, focus on el ected
officials. Just think ahead: Wuo are people going to
conplain to? WMake sure they are inforned, they know what's
going on, and it becones |less political under those
ci rcunstances, which a lot of this is about.

So, with that, I1'd like to thank you very nuch.

Thanks for indulging nme in nmy sort of enotional rant here,

but | hope that--1'm passionate about this because | really
feel like we've | ost thousands of lives by inaction, so...
Thank you.

JEFFREY SHUREN. Thank you.

SARA GOLDKIND: | would like to ask you if you
coul d el aborate further on how you build this public trust
that you' ve referred to--

PAUL PEPE: Absolutely.

SARA GOLDKI ND:  --and communi cate this notion of
public stewardship that you also nentioned. You said that

there ought to be a stratification nmechani smor assessnent
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prior to community involvenent, that there ought to be sone
basis in that regard, in terns of a risk stratification, but
that you--if | understand you correctly--you also said that
you think that that kind of prospective community

i nvol venent is crucial. And | wanted to see if you could

el aborate on how you comuni cate and create that trust.

PAUL PEPE: Yeabh.

SARA GOLDKI ND:  And whet her you see that as part
of community consultation and/or public disclosure.

PAUL PEPE: Yes. Part of it is that we nmake
oursel ves part of the city governnent where we are. For
exanple, | have--1"mbasically a director in the city
government and work for the mayor and the city and city
managers. | work closely with the Gty Council nenbers. |
basically show that our survival rates are | ow because
there's not enough bystander CPR, so we nmake sure that's
communi cated. W get themas part of the program Not
everybody's going to get bystander CPR because they're
unw t nessed, so we said, what's the next step? Wat can we
do to investigate that? And you nmake sure that they are

aware ahead of tinme that the three questions that'll be
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asked are, one, are we being experinented wwth? So, to be
able to reassure people about the risk/benefit here. And
the acid test for nme, as | tell them is would | enter ny
child into this study? Two is that they' |l be asked about
random zation and why that's inportant. | give you a
cl assic exanpl e of why we have to do controlled studies and
not historical controls. And three is just to be aware that
this is a cool thing, that when you do this, you inprove
outcones for all groups because we're studying things nuch
nore cl osely.

So, | began that process as soon as | arrived in
the city in 2000, for exanple, and | did it back in Seattle.
W did it in Houston early on. And you devel op
relationships. |It's human rel ationshi ps, and peopl e think
it's a good thing. So, you start that before you even begin
the studies, for even years.
So, what |I'mgoing to show you here are letters that shows
t he education of everyone fromnews nedia to mayors to
heal th conm ssioners, et cetera, and nedi cal societies ahead
of tine.

Stratification issue. GCkay. Sone people in ny
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community will us dopam ne for an overdose, for bl ood
pressure. Sone peopl e use norepinephrine. And those are
just two acceptable things in the community, so why don't |
just study them head-to-head if | want to do a trial to see
if one's nore expansive or whatever, to see, does that
(i ndiscernible) part of the community. And | don't think
that in that situation we really need to do a w despread
community consultation. However, if I'mgoing to do
sonet hing that is FDA-approved, but we may not use it in
hal f the cases, you know, for exanple, let's say sonething
i ke the auto-pulse. I1t's FDA-approved, people are using
it, but we're not sure that it's working, but you want to
make sure, with half the people getting it and half aren't,
you want to make sure they're inforned, particularly at
| east the elected officials and the advocates. |f you get
on to doing things as Joe was tal king about, |ike giving
TPA, et cetera, now you're getting into a whole other realm
where you do want to do lots of public thing and actually
talk to people ahead of tine and get feedback, all right?
JEFFREY SHUREN. Yes, Bob.

ROBERT TEMPLE: The, I'mfamliar with the
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i nfusion study referred to by Dr. Dutton. 1It's one of ny
favorite studies proving that you never really know what you
think you know till you look. 1Is the pants study, is the
trousers study published?

PAUL PEPE: Is it what?

ROBERT TEMPLE: |Is the trousers study published?

PAUL PEPE: It was well-published back in the
1980s. That's one of the first things | started with when
got to Houston--

ROBERT TEMPLE: Under your nane?

PAUL PEPE: Yeah. | can get you all those
references. Those are straightforward stuff, | think. How
many people are using anti-shock garnents now? At parties
maybe, or sonmething like that, you know (Laughter) Ckay,
good. Okay. But you know what? |It's interesting because,
when we weren't doing this, we heard from people that we
were basically denying people this |live-saving device, and
that was the rhetoric that goes out. W have to change t hat
mentality. By the sanme token, within 2 years, they were
suing people in New York City, for paranedics, for using

them after we had done our study, which is just, you know,
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shows you a | ot.

ROBERT TEMPLE: | nean who not give saline to
sonmeone who had been stabbed, really?

PAUL PEPE: Say that again?

ROBERT TEMPLE: Who woul dn't give normal, who
woul dn't give an infusion to people who had been stabbed?
It'd be crazy.

PAUL PEPE: | think nost of us would give
i nfusi ons even, even people like nyself and Dr. Dutton, but
it wuld be within limtation. It has to do with when we
give it and often the timng of when we give it.

ROBERT TEMPLE: Ri ght.

PAUL PEPE: | think then you get nore nods in the
heads in the roomthere. GCkay? But saline--how about
hypertonic saline? Let's study that. That sounds |ike a
good one. (Laughter) Ckay.

JOANNE LESS: One of the slides that you didn't
get to said that the current IRB interpretation of the rules
on conmmunity consultation may | ead to unachi evabl e and
unnecessary di scl osure.

PAUL PEPE: Yes.
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JOANNE LESS: Could you explain that a little bit?

PAUL PEPE: | kind of did for you, but 1'Il give
you, I'Il just reiterate it, is that the issue is
interpretation. Qur IRBs often live in fear of having al
their federal funding taken away if we don't followthe
rules. So, they're alnost, they' re just alnost |ike going
nuts about some stuff. So, if I wanted to do that dopam ne
ver us norepi nephrine study, they're saying, "You better go
out and talk to all the drug addicts in the city," you know,
that kind of thing, "and make sure that they've been
i nformed about this,” when it actually could affect anybody
or anybody's child, in an overdose of a young teenager, et
cetera, but that's the exanple there, where | don't think we
even need to go that far under those circunstances. | hope
that explains it.

JOANNE LESS: Yeah. Thank you

PAUL PEPE: Thank you. Thank you for asking and
clarifying that.

JEFFREY SHUREN:. Any ot her questions? Thank you
very nmuch.

PAUL PEPE: Thank you very nmuch for the
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opportunity to be here. Thank you. And I'll drop off the
stuff with you here.

JEFFREY SHUREN: It is now 12:10. \What | propose,
we were going to go till 12:15, so we will again break 5
mnutes early. W wll pick up again at 1:45, so that wll
gi ve everyone just a little over an hour and a half.
understand the café upstairs has a few sandw ches.
(Laughter) If you want to make a mad dash--1 see people in
the back are already racing out. Oherwise, there is a |ist

of restaurants in the area. But there should be sufficient

time to go get lunch and conme back. W'I|l see you in a
little while.
( Br eak)

JEFFREY SHUREN:. Wy don't we go ahead and j ust
get started? Just to let you know, we have (segnent
unrecorded) to speak. So, since we have the tinme, just in
the interest of fairness, I'll give each of those
i ndi viduals 15 mnutes |ike other speakers in which to
speak. It'll be the sane rules of the road. This is the
sane rules of the road for the fol ks who have signed up to

speak: 15 m nutes.
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Wth that, let ne call Dr. Jeffrey Saver, Anerican
Heart Associ ation--Anmerican Stroke Associ ati on.

JEFFREY SAVER  Thank you, Dr. Shuren, nenbers of
t he panel .

| " m speaki ng today on behal f of the Anerican Heart
Association, its division the Arerican Stroke Associ ation,
and over 22 and a half mllion AHA- ASA vol unteers and
supporters. The mssion of the American Stroke Associ ation
is to reduce disability and death from stroke through
research, education, comrunity prograns, and advocacy. W
greatly appreciate this opportunity to coment on the draft
gui dance regardi ng conduct of energency clinical research.

My experience in acute stroke clinical trials may
be hel pful to the panel's deliberations. 1've been a
participant in and | eader of over 30 acute stroke treatnent
clinical trials supported by the National Institutes of
Heal th and by industry, including the MERCI and FAST- MAG
stroke trials that enployed or plan to enpl oy wai ver of
explicit consent in enmergency circunstances. | amcurrently
a professor of neurology at UCLA, where | direct the Stroke

Cent er.
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Let nme begin by noting that the Anerican Stroke
Association would like to express its concern that, as far
as we are aware, exenptions fromexplicit consent
regul ati ons have never been enployed in any trial of drug
treatnent for acute ischem c stroke conducted over the past
10 years. W believe it is not a coincidence that this past
decade is also notable for the absence of approval of any
new drug treatnents for acute ischem c stroke.

Acute stroke trials during these years have
enrolled only a fraction of the nunber of patients enrolled
in acute myocardial infarction trials and very few patients
inthe first 3 hours after onset, when treatnments are nost
likely to be beneficial. Strokes often render patients
unabl e to provide explicit informed consent, naking
recruitnment of patients affected by an acute stroke
difficult. Substantial progress in acute stroke therapy
will occur only if waiver of explicit informed consent
regul ations are able to be nore wi dely inplenented.

| will address today six specific aspects of the
draft gui dance docunent that are relevant to stroke

patients. First, the Anmerican Stroke Association strong
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supports the draft gui dance docunent's endorsenent of
norbidity endpoints in addition to nortality endpoints as
appropriate outcone neasures for select exception from
explicit infornmed consent trials. Stroke frequently
produces non-fatal, but disabling outcones that deprive

i ndividuals of their cognitive and physical capacities. The
fact that a mgjority of Americans rate major stroke as an
outcone that is equivalent to or worse than death indicates
the inportance of permtting norbidity endpoints in
exception fromexplicit informed consent trials.

Secondl y, the guidance docunent nentions stroke
patients who are conat ose as an exanple of patients who
cannot give consent. In both acute ischem c stroke and
i ntracerebral henorrhage, aphasia, an inability to
communi cate with | anguage, is a far nore conmon cause of
non- conpet ency than coma. W ask that aphasia be added to
the exanple in the docunent, expanding the rel evant phrases
from"conmatose patients" to "comatose patients and aphasic
patients with inpaired conprehension.”

Thirdly, use of waiver of explicit consent

mechani snms in stroke trials has been hanpered by uncertainty

M LLER REPORTI NG CO., | NC.
735 - 8TH STREET, S.E
WASHI NGTON, D.C. 20003

(202) 546- 6666




190

anong | RB panel s regardi ng what factors can be consi dered
when determning if a trial is inpractical to conplete using
explicit informed consent procedures.

The Anerican Stroke Association strongly supports
t he gui dance docunent's recognition as a salient
consideration the fact that mldly affected patients who
di sproportionately can provide explicit consent may have
much hi gher full recovery rates than severely affected
individuals. This situation is common in stroke. Mldly
af fected patients al nost always are able to provi de consent,
but often are uninformative when enrolled in clinical trials
because they have a high frequency of good outcones, even
when assigned to control therapy. Moderately and severely
affected patients often cannot provide infornmed consent, yet
they constitute informative patients needed for clinical
trials, as they have the capacity to show a benefit fromthe
experinmental therapy.

Fourthly, we request the guidance docunent clarify
an additional aspect of the process of determ ning whether
or not a study is inpractical to conplete using explicit

consent procedures alone, nanely, how long a delay in trial
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conpletion for conditions |like stroke is sufficiently undue
that the trial is inpractical? W urge FDA to nmake cl ear
that for conditions |ike stroke that affect a | arge nunber
of individuals, produce substantial norbidity and nortality,
and have few currently available treatnents, a delay of 6
months or nore in the devel opnment of a new therapy should be
consi dered undue and justify inplenentation of exception
frominformed consent.

Stroke exerts a trenendous toll on the American
popul ace. The only acutely proven therapy, the clot-busting
drug TPA, is given to only 1 to 4 percent of patients and
cures conpletely only 1 in 8 of these, with the result that
99.5 percent of acute stroke patients do not currently
receive a curative therapy. New effective therapies are
desperately needed. Each year, about 700,000 Anericans
experience a stroke, and stroke is a contributing cause to
273,000 U. S. deaths a year. Wen nore than 1900 Anericans
each day suffer a stroke and 745 Anericans each day die from
stroke, a strong case can be advanced that even 1 day's
delay in devel oping a therapy for stroke is "undue."

It is against this trenmendous daily burden of
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disability and death from stroke that the noral inperative
to protect subjects wth dimnished autonony nust be

bal anced. The Anerican Stroke Association believes that a
6-nmonth delay threshold is an appropriate demarcation for
excessive delay in devel opi ng acute stroke therapies. Wen
failure to use waiver of consent will prolong eval uation of
a promsing stroke therapy by nore than 6 nonths, waiver of
explicit consent should be permtted.

Fifthly, the American Stroke Association also
requests nore explicit |anguage in the gui dance docunent
recogni zing that a variety of non-Phase 3 trial types offer
participants a prospect of direct benefit and would qualify
for exception fromexplicit informed consent. W ask that
t he docunent state that pre-hospital feasibility trials of
drug and devi ces, Phase 2 signal of potential efficacy drug
trials, and 5-10K pat hway techni cal endpoint device trials
can, in individual cases, be judged to offer a prospect of
direct benefit, in addition to conventional Phase 3 trials.

Wi le definitive denonstration of benefit is not the
primary overall aimof such trials, many are designed so

that patients assigned to active treatnent receive an
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i ntervention hypothesized to confer a direct benefit. A
| ate Phase 2 trial may be testing the two or three nost
prom si ng dose regi nens, each of which delivers drug at
| evel s expected to be within a therapeutic range. Patients
in all active therapy arnms of such a trial have a prospect
of direct benefit. Indeed, since such trials often
random ze nore patients to active therapy than to pl acebo as
opposed to the 1 to 1 random zation typical of Phase 3
trials, such late Phase 2 trials offer in sone ways a
greater prospect of direct benefit for the patient than
phase 3 trials. Simlarly, a technical endpoint device
trial that evaluates a device nodification intended to
acconplish a technical endpoint, such as recanalization,
nmore effectively than a predi cate device already known from
random zed trials to inprove clinical outconmes offers as
great a prospect of direct benefit as a Phase 3 random zed
controlled trial

Lastly, the American Stroke Associ ation supports
the FDA's recommendation that the effect of delaying
adm nistration of a test article be taken into account when

determ ning the portion of the therapeutic w ndow to be
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devoted to seeking infornmed consent froma legally

aut hori zed representative or the opportunity to object from
a famly nmenber. For nobst conditions in which effective
therapy is tine-limted, including ischemc stroke, earlier
treatment is nmuch nore efficacious than |ater treatnent
within the treatnment tinme window. Sone | RBs have consi dered
requiring that trials wait until the very last mnute of a
theoretical time limt for therapy before enrolling patients
under wai ver of consent regulations. This approach greatly
i ncreases the likelihood of study failure, as patients are
di sproportionately enrolled only when a little sal vageabl e
ti ssue remains.

In conclusion, |et nme enphasize three key
suggestions. W ask the FDA to clarify that, for a conmon
devastating and poorly treatable condition |like stroke, a
delay of 6 nonths or nore in trial conpletion is undue and
shoul d be sufficient to permt use of waiver of consent
enrol | ment procedures. To nmake clear that select technical
efficacy device and | ate phase 2 drug trials should be
recogni zed as offering patient participants the prospect of

direct benefit and to nmaintain the current guidance
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docunents' recognition that avoiding disproportionate
enrollment of mld patients unlikely to denonstrate a
beneficial effective treatnment is an appropriate reason for
approval of exception fromexplicit consent procedures.

Thank you for allow ng the Anerican Heart
Associ ation and Anerican Stroke Association to discuss the
draft guidance in this public neeting.

JEFFREY SHUREN:. Thank you. Are there questions
fromthe panel ?

ROBERT TEMPLE: | guess a trial could enroll al
coners, and would it be feasible, do you think, to consent
t he ones who can consent and not consent the ones who
didn'"t? Wuld that be such a difficult thing to do that
nobody could do it or--

JEFFREY SAVER That is just what we're in the NIH
FAST-MAG trial. W have had m xed feedback from branches of
FDA, different stroke trial lists, about whether it's
possi bl e to have both an explicit consent and a wai ver of
consent nechanismin the sane trial, but that is what we
proposed for the NIH FAST-MAG trial, and we understand that

there's a good chance it will, that--the explicit consent
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was approved several years ago, and we understand the waiver
of consent may shortly be approved.

JEFFREY SHUREN. | want to ask you, you had
suggested that for treatnents for acute stroke and siml ar
conditions, that a delay of 6 nonths or nore should be
consi dered an undue delay. And, just curious, the basis for
pi cki ng 6 nont hs?

JEFFREY SAVER. Well, we originally had
di scussions with FDA and were told that they were thinking
that 2 years would be an acceptable delay for stroke, and we
therefore went to the organi zations involved in stroke here,
the American Stroke Association, the National Stroke
Associ ation, and the Anerican Acadeny of Neurol ogy, and had
di scussions in each of those organizations about what would
be an appropriate delay. Al of themconsidered 1 year or 2
years far too long a delay when there are 1700 patients
af fected each day by this condition, and each of them
suggested del ays of 6 nonths or less. And the Anerican
Stroke Association, the Stroke Council and its executive
comm ttee, concluded that an appropriate denarcati on was 6

nmont hs.
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JEFFREY SHUREN: To the extent--1 won't put you on
the spot now, but to the extent any anal ysis has been done
or maybe you'd think to do in ternms of supporting the 6
nmont hs woul d be hel pful to us because havi ng that
information in the adm nistrative record will be useful in
our trying to pick a particular tinme cut-off. So, |ooking
at what that inpact may be on patient popul ations given the
nunber of people who are affected, that m ght be useful.

JEFFREY SAVER Be glad to provide that.

JEFFREY SHUREN:. Ckay. Any other questions?

Al right. Thank you very nuch.

JEFFREY SAVER  Thank you.

JEFFREY SHUREN: Next I'd like to call Dr. Terr
Schm dt, Departnent of Enmergency Medicine, Oregon Health and
Sci ence University.

TERRI SCHM DT: Good afternoon. | didn't know at
t he begi nning of the day that | would wonder about being the
letter "S" and having to talk to people right after |unch,
but we'll do the best we can. |I'mgoing to try hard not to
repeat sone of the things that are in ny witten conments

t hat ot her people have already said, but a certain anount of
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redundancy towards the end of the day |I think is inevitable.

First of all, I want to thank you for this
i nportant neeting and working to devel op draft gui dance.
This nmeeting and di scussion are inportant because the need
to performresuscitation research poses a true ethica
dilemma. | will comrent fromthe point of view of both a
researcher as part of the PADtrial and the ROC trials and
al so as an ethicist who has done a nunber of studies
specifically | ooking at inplenentation of rules. And |I'm
going to skip ny comments about why the science is inportant
because | think that's been well|l docunmented, and try to talk
nor e about what we know about the rules and how t hey' ve been
i npl enent ed.

A nunber of speakers today have tal ked about the
idea of a national IRB, and there's certainly a great dea
of merit to that, but I do want to comment that we recently
did a study of the IRB Chairs at nedical schools around the
country and asked themthe question, would they support a
national IRB? And only 6 percent of themdid. So, at |east
in a questionnaire format asking the I RBs, they have

concerns about a national |IRB
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Little is known about the public perception of
these rules. However, surveys of public wllingness to be
involved in research w thout consent have shown a
wi | lingness, but that it is dependent on increnental ri sk,
and this supports the notion that increnental risk is not
only a concept that researchers and | RBs have tal ked about,
but that public actually think that increnmental risk is
inportant. No studies to date have actually eval uated the
experience of patients who have been enrolled in these
actual studies. There are a few studies, particularly the
one done by Lynne Ri chardson with the VO CES study that
| ooked at the comunity consultation in the PAD trial and
peopl e who were in the buildings where the study took place,
but no actual studies of subjects who have been enrolled in
these studies. And we think that that's an inportant area
for further research, to actually get the views and opini ons
of peopl e who have been involved in the studies.

So, with that introduction, | want to specifically
comment on several of the questions that you all have asked.

First, are the criteria for allow ng studi es conducted

under 50.24 adequate to protect hunman subjects and to
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pronote scientifically rigorous research? Wen asked this
question, 70 percent of the Chairs of |IRBs around the
country stated that the criteria do provide sufficient
protection. O course, this neans that approximtely 30
percent of them at |east had sone doubt about them

Also, as Dr. Biros noted, the Academ c Energency
Medi ci ne Consensus Conference on Ethical Conduct of
Resuscitati on Research was convened in New York in My of
2005. The objectives of this conference were to provide an
overview of the current status of the regulations in order
to increase understanding of how the rules are currently
used and to explore areas of consensus on issues inportant
to subjects, researchers, and regul ators surroundi ng these
regul ations. Approximately 80 individuals representing 49
organi zations participated in the conference, and one break-
out group specifically addressed the question of whether the
criteria protected subjects, and they advanced the follow ng
recommendat i ons.

First, there are no outcone neasures that define
"protection”; therefore, it is not currently known whet her

or not subjects are protected under the current rules.
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Second, care nust be taken to protect not only the
i ndi vidual from harm during research, but also to protect
society fromunregul ated research and the inability to
advance sci ence.

Third, some surrogate markers or nethods of
protection whose efficacies are debatabl e include data
safety nonitoring boards, the comunity consultation and
public notification process, and institutional review
boar ds.

Fourth, mninmal-risk studies should be held to
different standards of protection than those that involve
nore significant risk to the subject.

Fifth, a handful of studies have been published
regardi ng community consultation and notification, but the
majority are case studies. Those that are specifically
desi gned to discover the nobst successful nethods are
hi ndered by a | ack of formal outcone neasures and tend to
have negative results.

Fol | ow-up data fromcomrunity consultation and
public notification process should be disclosed to the Food

and Drug Adm nistration and incorporated into study designs.
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Sevent h, focus groups and randomdigit dialing
have been suggested as prom sing nethods of fulfilling the
community consultation and notification process.

Ei ght, studies that need to be funded and
performed that formally investigate the best neans of
community consultation and notification.

Ni ne, nmore funding for this research should be a
priority in the emergency nedicine and critical care
comunities. Mre data regarding term nated studies should
be made avail able to the research comunity.

Ten, quantifiable markers of success nust be
validated so that research may determ ne the nost successfu
means of community consultation and notification.

And, finally, data regarding subjects' and famly
menbers' experiences with exception frominformed consent
studi es need to be obtained.

O her areas of consensus fromthe neeting can be
found in its proceedings. Attendees denonstrated consensus
regarding the need to further refine the rule. However,
they agreed that current regul ati ons provi de adequate and

appropriate protection to safeguard patients. There was
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general agreenent that current efforts to safeguard human
subj ects are effective, but participants agreed that
refinenments to and standardi zation of the rule would
facilitate resuscitation research and enhance patient
safety.

And then comenting on two ot her questions: Wat
are the costs, benefits, feasibility of comunity
consultation as currently required? And what type of venue
woul d be best for this additional review and public
di scussi on?

As noted, published reports on the Public Access
to Defibrillation trial found that the study was reviewed by
a total of 101 IRBs and nedian interval from subm ssion to
approval was 108 days. Another study found that the
di scl osure process required in excess of 80 hours of
investigator tinme. And another found that the process
| eadi ng to wai ver added $5,600 to a study that woul d
termnate after four patients were enrolled in the study.

Current efforts at our institution and around the
country have denonstrated that initiation of interventiona

studies as part of the ROC are delayed by 4 to 7 nonths by
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the process of conmmunity consultation. Sorry. [|'ve
m spl aced ny page. And at the trial--goodness. It is after
[unch, isn't it? [Laughter] M sincerest apologies. |[|'ve

| ost track of where | was.

In the ROC trial, we found that nultiple neans of
community consul tation including random access di aling phone
survey, pre-existing public neetings, specific neetings
convened on this topic, and a Wb site. W are in the
process of evaluating all of these neans. |In the |ast
coupl e of days, | just got data fromour comunity
consul tation process, and we did four different types of
community consultation--the public neetings, the random
access dialing, going to specific community groups, and a
Wb site--and, interestingly, got quite different answers to
the degree of concern about the studies. Al of themwere
wi thin the range of 80 percent or so positive, but there's
enough di fference that each of these neans seens to give
slightly different results in ternms of conmmunity
consul tation

W were, however, struck by the ineffectiveness of

community neetings convened specifically on the topic of
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research. Qur participation rate has been very | ow despite
multiple nmedia attenpts to encourage attendance, and this is
consistent wwth what the public tells us. Qur survey of
energency departnent patients and visitors found that few
woul d interested in attending public neetings. Mst |ay
persons prefer mass nedia and ot her nmeans of notification
and feedback when perceived as rel evant.

Based on our prelimnary experiences, we believe
that the convening of neetings to discuss a proposed study
is not feasible and is a waste of resources. Comunity
consul tation can be done via a conbi nation of other nethods.

Random digit dialing allows a general overview of a random
sanple of the public, albeit it does not include the people
who are honel ess, who don't answer their phones, specific
groups that aren't addressed. This can and shoul d be
suppl enmented by presentation and di scussion at already
schedul ed foruns and public neetings targeting conmunities
or citizen groups that may be nost likely to be enrolled or
m ght have particul ar concerns about a study. Thus, for
exanple, one mght target citizen groups with specific

concerns about bl ood products when proposing a study that
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woul d use such a product. An open Wb site also can be used
to elicit opinion and comrent.

Both the investigators at OHSU and the IRBs in
this community find questions about adequacy of conmunity
consultation a vexing one. \While supporting the concept,
guestions remai n about how nmuch consultation is enough and
t he best response to negative comments. Certainly the goals
shoul d i nclude reaching out to nenbers of the community nost
likely to be inpacted by the study in question and
approachi ng diverse communities. In any consultative
process, one expects a vocal mnority to be opposed to any
study despite efforts to address comunity concerns.
Questions remai n about when that opposition raises to the
| evel that should halt a study, when it should lead to
nodi fications, and when it is tinme to nove forward with the
study. [|RBs and researchers woul d appreci ate gui dance in
this area.

So, in summary, the FDA rul e surroundi ng exception
to consent in energency research needs to strike a bal ance
bet ween protecting subjects and allow ng inportant research

to nove forward. The rule has been in place since 1996, and
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there is now a body of experience with the rule and limted
enpirical research on attitudes and experiences with the
rule. This experience shows that community consul tati on may
be a val uable nethod, but its inplenmentati on has been
difficult. |1RBs continue to have questions about rule
application and interpretation. |In general, the lay public
has not shown an interest in attending public neetings, and
researchers express frustration about how to conduct the
process in a tinely and cost-effective manner, while
protecting subjects. Novel approaches to comrunity
consul tation should be encouraged and gui del i nes that
establish criteria for acceptance of the community
consul tation should be established. Thank you.

JEFFREY SHUREN. Thank you. Two questi ons.
First, fromthe break-out sessions fromthe neeting, you had
wal ked t hrough a nunmber of recomrendations that canme out,
one of themwas actually a comment that "sone surrogate
mar ker s/ met hods of protection whose efficacies are debatabl e
include"--and this was the first time we'd heard it today.
The data safety nonitoring board activity. Could you maybe

flesh out alittle bit nore what were the concerns that were
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expressed?

TERRI SCHM DT: You know, | don't have the details
in front of me. | think the whole issue in that comment was
that all of the things that are in the rule, although
seem ng to be good ideas, we don't have data to prove their
value. And | think it was no nore than that, and | think
that the data safety nonitoring boards were just added in
their general consensus of we need to | ook at how effective
each of those things are.

JEFFREY SHUREN. The second thing | wanted to ask,
you had raised, you know, we need to maybe | ook at sone
novel ways to do conmunity consultation. One of the things
you'd put on the table is randomdigit dialing, and | know
i ssues that have been raised today are trying to target
t hose individuals who mght find thensel ves as subjects in
an energency trial in the future, and randomy going to the
public. Do you see that as really a way of finding those
individuals or are we nore likely to just get a broad array
of folks who it wouldn't affect in the first place?

TERRI SCHM DT: W think that it depends again on

the study, that certain studies, such as the hypotonic
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saline study that is about to happen with the ROC, targets
everybody, and so randomdigit dialing is a way of getting
the general community feeling. So, if your trial is very
broad and anybody could be involved, that everybody in the
community ought to at |east have an opportunity to have an
i nput, as opposed to a nore targeted study. If you're
studyi ng asthma, just as a random exanple, you m ght want to
target nore people who have asthma, but for sone studies,
the whole community is involved. And that we don't think
it's a nethod alone, but it does have the advantage of
comng as close as at least | can think of as a way of
getting a random sanple. The one thing we have certainly
found in the small nunber of people who attend community
nmeetings, they are polarized on one side of the topic or the
other. They cone to the neeting with a pre-set "I'm
concerned about it" or "I'mreally excited about it." In
PAD, for exanple, we had a | ot of people who cane to say,
"Gosh, you know, | had a cardiac arrest and the device saved
my life. Please go out there and use it."

JEFFREY SHUREN: And then, just lastly on follow

up, any data that you nay be aware of or have regarding the
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ef fectiveness of the randomdigit dialing or the open Wb
site as a tool ?

TERRI SCHM DT: The data that | have is very
prelimnary because it's this study that we have just
conpl eted, where we're conparing the responses to the
randomdigit dialing, using the sane survey tool for the
randomdigit dialing along with giving that survey tool at
public neetings, giving that survey tool on the Wb site,
and asking the exact sane questions three tinmes. | can
barely tell you the answer because | literally got the data
frommny researcher yesterday, and what we briefly have found
is a fair bit of consistency in the response, but not
i dentical responses, and | need to kind of sort out what the
di fferences are.

JEFFREY SHUREN. If there's any way to get us
information fromthat by the 27th of Novenber, when the
docket closes, it would be nuch appreci at ed.

TERRI SCHM DT: | believe by the 27th | can have

JEFFREY SHUREN: Ckay. Thank you. O her

gquestions?
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JOANNE LESS: G ven the data fromthe PAD tri al
that it took nore than 3 nonths for the IRBs to approve the
trials, | was curious if you have any insight as to why only
6 percent of the IRB Chairs didn't recommend a national |IRB

It sounds like all those local IRBs were grappling with
sonme difficult issues, so | would think that they would have
voted a different way. | was wondering if you had any
i nsight on that.

TERRI SCHM DT: | have |imted insight. W did
two steps in this process. W did a ten-person qualitative
i nterview where we had sone nore in-depth answers and then
this larger survey of all the IRBs. And, in general, |RBs'
concern was about |ocal control and |ocal control of the
community consultation process with the concept that only
they know their local communities. Certainly, | think that
they m ght be nore intrigued by the process if a national
group took on the science segnent of it and the oversight,
and then I ocal communities still had control of their
community consultation process. That is what we heard at
| east fromthe small group that we tal ked to.

JEFFREY SHUREN: O her
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questions? Thank you very nmuch. Next I'd like to cal

Robert Sil bergleit, Neurological Emergencies Treatnent

Trial s.

ROBERT SILBERGLEI T: Thank you for allowng ne to
speak here today. |'mrepresenting the Neurol ogical
Emergencies Treatnent Trials, or NETT. It's a nmulti-

di sciplinary group of investigators that's been organized to
performclinical trials directed at inproving the energency
care of patients with acute neurol ogic trauma and di sease.

We commend the FDA on drafting the new gui dance
statenent regarding the regulations found at 50.24. These
regul ations are critical to inportant |ife-saving clinical
research, and they're absolutely necessary to protect human
subjects participating in this research. Trials wishing to
use energency exception, but that do not provide adequate
protection of human subjects sinply cannot be all owed.
Clarification of the regulation should go a long way to
allowi ng the appropriate research, while protecting
subj ect s.

The timng of this new guidance is really

fortuitous. Recognizing the high nortality and norbidity of
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medi cal energencies and the paucity of research to inprove
the treatnment of patients with critical illness and injury
in the enmergency departnent, the NIH and ot her agenci es have
recently funded three new clinical research networks to
address these concerns. |It's expected that all three
networks wi Il conduct sone trials that can only be
acconplished with energency exception to infornmed consent.
As | nmentioned, | represent NETT, a network funded
by the NINDS to find better ways to treat intractable
sei zures, ischemc stroke, traumatic brain injury and spinal
cord injury, brain henorrhage, infections such as neningitis
and encephalitis, and other conditions that present to the
energency departnent. W are here today with
representatives fromthe other two energency networks, ROC
and PECARN, that you've already heard from W' ve worked
together to provide coordi nated commentary and suggesti ons
regardi ng the proposed gui dance. W support the statenents
of our colleagues in the other networks, and we'll avoid
duplicating the inportant points in their presentations, in
our presentation.

The purpose of the new gui dance docunent is to
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hel p potential subjects, investigators, |IRBs, and regul ators
reach a comon understanding of the rules. The posted draft
gui dance goes a long way to achieving that purpose. 1In a
nunber of areas where the regul ations are quite vague, the
gui dance provides specific exanples. To its credit, it's
al so very clear that these are neant to be nerely exanpl es
and that the specific circunstances of any proposal nmay
vary. We're concerned, however, about the possibility that
sonme users of the guidance docunment may m sinterpret the
exanpl es as new specific requirenents. Perhaps such
m sinterpretations can be mnimzed by including in the
gui dance docunent not only specific exanples, but a better
sense of the regulatory intent of each provision of the
rule. Quidance that provides both specific exanples and the
ethical basis fromwhich it's derived is nost likely to help
readers of the docunent achieve the goal of both appropriate
protection of subjects and rules that permt inportant
advances in patient care.

In these coments we want to address five specific
concerns, and in each area we'll propose both specific

recommendations--and | won't read them al oud, but |'ve got
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the specific text that we would recommend on the slides and
in the electronic materials that you have--and we're going
to provide an underlying ethical rationale that we feel may
represent the regulatory intent of the rel evant provision.
The areas we wish to address include the five I've listed
here: The purpose of public notification, the purpose of
community consultation, the potential use of the central |IRB
that we've heard about earlier, the definition of

"unsatisfactory,"” and the use of active controls.

On the purpose of public notification, public
notification as a requirenent in research conducted with
exception to infornmed consent is actually likely to have
mul ti ple purposes. |It's easy to m stake the nost inportant
pur pose, however, because public notification in sone ways
| ooks i ke advertising or other fornms of public service
announcenents used for health care advocacy. But the
primary purpose of public notification is very different
fromthat of, say, a store advertising a sale or the
Anmerican Heart Association running a snoking cessation

publ i c service announcenent. The purpose of the nessage in

these exanples is to affect the behavior of the recipient of
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t he nessage. Wen Macy's advertises a sale, they're trying
to change the behavior of the ad's target, the potential
shopper. They want that person to cone to the store when

t hey woul dn't have otherw se done so. In public
notification conducted under 50.24, the prinmary purpose is
transparency. By pronoting transparency, public
notification is primarily nmeant to affect the behavior of

t he sender of the nessage, rather than of the recipient.
Requiring researchers to performpublic notification ensures
that they will not propose or performtrials that cannot

wi thstand the |ight of day.

The distinction between the purpose of a store ad
and the purpose of public notification has inportant
inplications. Let's consider two of these: First, the
first requires a receptive audience. A Macy's ad presunmably
assunes that there are shoppers interested in buying chinos
and they're looking for a place to do so, and they're not
likely to be successful otherwise. The latter only requires
the potential for or the threat of an interested audi ence.
As long as the investigator is fully exposing her plans to

the public for all to see, transparency is likely to
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successfully affect the investigator and prevent her from
proposi ng things she would be unwilling to openly chanpi on.
As |l ong as she thinks the public may care and pay
attention, it actually matters little if they do.

Nunmber 2, consequently, the success of an
advertisement and a 50.24 public notification should be
assessed differently. The adequacy of an ad is best
determ ned by neasuring how nmany shoppers canme to Macy's
after seeing the ad or by neasuring how nuch they bought.
The adequacy of the public notification effort cannot be
determ ned by polling the public to see what they know about
a project, but is rather determ ned by assessi ng whet her the
investigators' efforts were sufficiently public and open.

Paradoxi cally, the nore effective transparency is
at changi ng the behavior of the person sending the nessage,
that is, at dissuading the investigator from proposing
sonet hi ng unacceptabl e or controversial, the less likely the
public is to notice, care, or react to a notification.

Let's nove on to the purpose of comrunity
consultation. Community consultation is another inportant

aspect of the regul ations at 50.24, and sonething we've
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heard a | ot about and another area where the intent of the
rules requires clarification in the guidance docunent. As
t he gui dance docunent explains, comunity consul tation
differs frompublic notification in that it's a two-way
communi cati on process. Representatives of the comunity
fromwhich subjects wll be enrolled are told about the
project and are then asked to provide feedback to the
i nvestigators and the |IRB

The new gui dance provi des sone i nportant
clarification on the nechanics of this process.
Conspi cuously absent, however, is any description of the
specific kinds of feedback that should be solicited fromthe
process. To determ ne the kinds of feedback desired, it is,
again, inportant to know the intent of the process: Wy
require the community consultation in the first place, and
what's to be gained by it? dearly, there's an intuitive
value to community consultation, but a nore precise
identification of its intent isn't so obvious. At first
bl ush, one could argue that the intent is sinply to gather
any and all feedback, and | think the process should do

that, but that's as a goal is pretty nebul ous and not al
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t hat hel pful .

The intent of community consultation may al so be
m sconstrued if one thinks that it |ooks |ike an infornmed
consent process. Ethically, community consultation is not a
community consent process. Wy not? Because the inforned
consent process is an application of personal autonony. The
defining characteristic is that one is deciding for oneself
what wi ||l happen to oneself. Although the infornmed consent
process itself is fraught with [imtations--difficulty in
conveyi ng conplex information to |ay decision-nakers,
difficulty in providing context for weighing risks,
difficulty in assessing coercion and deci si on- maki ng
capacity, et cetera--these are all outweighed by the val ue
we place on patients being their own deliberative deci sion-
makers. \Wen patients cannot choose for thensel ves, we
sonetinmes allow a surrogate decision-nmaker based only their
speci al personal know edge of the individual person's
desires. A community discussing issues in the abstract, by
contrast, cannot have personal know edge of the desires of
any specific anonynous future subject and cannot represent

t he personal autonomy of subjects. Therefore, the conmmunity
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cannot provi de consent.

On the other hand, the conmmunity can be extrenely
val uable in sharing the values and context that are
prevalent in its nmenbers. It's been suggested that one of
the things defining a community is the narratives that they
share. Such stories-- either factual, |ike shared
histories, or lyrical, |like share |ore and nythol ogy--may be
useful in inform ng decision-making in energency research
w th exception to informed consent. This kind of enotional
and cultural context should be the primary feedback sought
during community consultation. [It's this information that
is difficult for investigators/regulators to obtain in any
ot her manner. An elenent of the research taken for granted
by investigators may resonate surprisingly very strong in a
potential subject's community because of a shared enotional
menory. In the recent Polyhene trial controversy, for
exanple, it's been argued that the fear of being deprived of
the life-saving properties of blood transfusion was hyper-
acute in the African American comunities because this had
been a prior common mani festation of bigotry in the U S.

It's easy to inmagine that investigators may not have been
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t hi nki ng about this historical context when planning the
trial. Ideally, community consultation should have alerted
investigators to the special sensitivity of this concern,
whi ch they can address then in a nunber of ways. A key
response mght sinply be the honest acknow edgnent and
validation of the community's concern by the investigators
and regul ators, which itself is a manifestation of the
respect of human subjects and a building block for trust.
| nvesti gators nmay have added expl anations that the life-
saving properties of blood were thought to be rel ated
primarily to henogl obin and that no one woul d ever be
deprived of transfusion of henoglobin, and that the protocol
coul d have been revised to state that nore clearly. It's
likely the comunity objections can be addressed by
acknow edgnent and val i dation, by supplenmental explanation
and clarification, or by revisions to the protocol. Wen
they can't, investigators or regulators should decide not to
conduct the trial in that community or not at all.

Potential use of a central IRB. Evaluation and
approval of a clinical trial to be conducted under Section

50.24 requires effort and expertise that is above and beyond
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that readily available for many local IRBs. As a result,
there's concern that application of the rules may be

i nconsistent fromone institution to another and that this
variability is counter to the interests of human subjects
protection. A recent editorial in the American Journal of
Bi oet hi cs suggested that reviews of applications with
exception to infornmed consent require special expertise and
nmore uni form application. The new gui dance shoul d be
conducive to initiatives addressing these concerns.

Three nulti-center clinical networks, as | said,
have recently been created to study energency therapies in
different types of critically ill and injured patients.
NETT, ROC, and PECARN are all developing and will continue
to devel op studi es that cannot be conpl eted w thout
exception to informed consent. This increasing nunber of
studies with exception requiring review poses both
chal | enges and opportunities to our national and regulatory
environnent. The need for a strategy to optim ze the
protection of human subjects in these trials is inperative.

The essence of the concerns regarding inconsistent

review and insufficient expertise on a |local |evel are not
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new. The National Cancer Institute Armitage Report in 1997
recogni zed that participants in |large federally funded
oncol ogy trials were subject to "inconsistency and potenti al
inequities in the quality of IRBs across the United States,"”
and subsequently proposed that the National Cancer Institute
central |IRB be created as a solution. The report concl uded
that a CIRB woul d "assure that all patients are treated
equally, and are provided wth the opportunity to
participate in research in institutions close to their
home." It was felt that a central I RB would be the best way
to ensure that subjects enrolled in the trial conducted
around the country had the benefit of equal, expert, and
hi gh-quality IRB review of the trial proposal, while
preserving the local review of |ocal context. This solution
has a simlar potential benefit to patients enrolled in
large nmulti-center trials using enmergency exception.

The proposed gui dance specifically allows for the
use of a CIRB, but it has been construed by sone as
di scouraging its use. W agree with the proposed | anguage
that | ocal context issues are critical to review of

applications with exception to consent for energency
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research and that an IRB with know edge of the | ocal
community nust review these applications. |In fact, the
centralization of the primary application would free up
substantial resources of the local IRB, allowing for better
| ocal review. The guidance should therefore be clearly
conpati ble with the possible future efforts at NIH or
el sewhere to inprove the protection of human subjects
through a centralized review, providing that (1)
participation is voluntary on the parts of |ocal IRBs, and
that (2) the process is approved by the CHRP and the FDA
Tal ki ng about the definition of "unsatisfactory."
Interpretation of 21 CFR 50.24 has sonetines been difficult
in part because of the relatively little guidance in
defining the regulation's terms. Exception to consent is
only permtted, for exanple, when the available treatnents
for life-threatening conditions being investigated are
"unproven or unsatisfactory," as we've heard earlier, but
how does one define "unsatisfactory” in this context?
Al though this was identified as a question to be discussed
in the notice of the hearing, the proposed gui dance does not

attenpt to define the termso far. W propose an
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operational definition formed during the conference we heard
about earlier, the Ethical Conduct of Resuscitation Research
conference in New York City in May of 2005. The conference,
whi ch incl uded physicians, regulators, adm nistrators, and
ethicists, felt that a very narrow definition of
"unsatisfactory,” in which the presence of an active control
is indicative of a current satisfactory treatnment is unjust
because it excludes many patients with |ife-threatening
conditions whomthe regulation is neant to protect.

Divining the intent and ethical basis of the
regul ati on provides a nore robust and useful definition of
"unsatisfactory.” The working group opinion was that
"existing therapies should be construed as 'unsatisfactory,’
even if partially effective, when serious risk of norbidity
or nortality remains, even with the best avail abl e treatnent
or when the adverse effects of the best avail able treatnent
are serious."

It was felt that the regulatory intent and
definition of "unsatisfactory” is neant to be nore than
equi poi se, but is neant to exclude studies where no

i nprovenents in outconme are proposed, that is, conparisons
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of one satisfactory treatnent versus another satisfactory

treatnment. In defining "unsatisfactory,” the conference

al so found that it is not appropriate to conduct research

w th energency exception frominfornmed consent to prove that
an experinmental therapy is just as good as an existing
therapy. The research nust have the prospect of benefitting
the patients and society. The conference noted that

exi sting therapies may be unsatisfactory even if effective,
if they are associated with significant adverse effects or
toxicity or if they have substantial disadvantages, such as
prohi bitive cost or limted availability.

So, study design and the use of active controls,
our last point. Study design nust be carefully considered
intrials under Section 50.24, particularly with regard to
the use of active controls and placebo treatnents. This has
been addressed in the proposed gui dance, but requires sonme
further clarification. The guidance points out several
possi bl e designs, the nost conmon design. (Buzzer) | just
have a little bit nore. The gui dance acknow edges vari ous
situations where an el enent of standard therapy is unproven

or unsatisfactory. A third design, one with active
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controls, is inplied by the first two, but not explicitly
described in the guidance. Wen therapies are nutually
excl usive, then they should be (indiscernible). That's in
nmore depth in ny paper.

In conclusion, | think that our recommendati ons
that we try to focus sonmewhat on intent, that public
notification is about transparency; comrunity consultation
is about narratives and respect. A central |RB should be
permtted voluntarily and wwth [ ocal context review And
"unsatisfactory” neans "not good enough." Alternative
therapies do require active controls. And we thank you very
much for allowing us to present today.

JEFFREY SHUREN:. Thank you. Questions fromthe
panel ?

ROBERT TEMPLE: You did, if | understood you, you
said fairly strongly that you didn't think the hope that a
new therapy will be just as good as ordinarily not grounds
for doing this. There should be a potential advantage. D d
| understand you that you're making an exception where the
avai |l abl e therapy, while known to be effective, has sone

di sadvantage so that in that case as so-call ed non-
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inferiority design mght be okay to validate a therapy that
was just as effective, but didn't have that disadvantage?
Was that what you were saying?

ROBERT SILBERGLEI T: Yeah. The conference felt
that if, say, a therapy was, had a certain degree of
effectiveness, was 30 percent effective, but very expensive
and not readily available to | arge segnents of the
community, for exanple, and there was an alternative therapy
that was only thought to be also 30 percent effective, but
was going to be readily available and could affect the
treatnment of a lot nore patients, for exanple, that that
could still be allowed.

ROBERT TEMPLE: Okay.

CATHERI NE LORRAINE: | wanted to ask you a
gquestion about your views on community consultation. In
I ight of your suggestion, that this is about narratives and
values, I'mrem nded of an earlier speaker talking about
community consultation being used in several ways, one of
whi ch m ght be prior to alnost, well, alnost prior to the
design of the trial, to determ ne whether it was appropriate

to conduct the trial in that cormmunity at all, rather than
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approaching the community with a well-designed trial and a
plan. And |I'mwondering if you think that the timng of
community consultation should be different? | don't know if
my question is clear, but...

ROBERT SILBERGLEIT: |'mnot sure that the view
that community consultation is about getting these
i ntangi bl es, getting these notions that are hard to get any
ot her way, trying to get how people feel and think about the
i ssue, directly inpacts on when the timng of that conmunity
consultation should be. | think that usually those feelings
don't translate very directly into the protocol, for
exanple. | think that it's hard enough to get nedically
trained research scientists to figure out protocol details
and what exactly is worth what and exactly how nuch risk is
agai nst exactly what. | think that requires a | ot of
training, and | think it's probably not the right thing to
be asking the community.

| think the thing to be asking the comunity is,
you know, "Here's an idea, here's a concept. \What are your-
-what's your gut reaction? Wat's, you know, what does this

mean to you?" And | think that what you sonetines see is
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very surprising because people, you know, you say, "Wiat's
wong with this trial?" And they say, "Does that have to be
bl ue?"--you know, sort of thing. The reactions are
sonetimes enotional and not directed at what you thought the
hard i ssue was.

I s that feedback useful early? 1t's probably

useful early. It's probably useful late. Does it have to
be at a particular time? |1 don't think that our feelings
about it are that inportant. | think what it does do is

change how we assess the success of community consultation
inthat the outcone is really the process, you know? If you
do a really good communi cati on, community consul tation
process, it's not so nmuch nmeasured in how many lines in the
protocol get changed; it's neasured in how you reached out,
and how you treated the community.

And that's a little hard for scientists sonetines
because we're very tangi ble, you know? If we say, if we
went and tal ked to a group, and we then cone back with, you
know, five recommendations that we can change in our
docunment, we failed. And that's how we think, but | think

we've got to step back a little bit and reorient how we

M LLER REPORTI NG CO., | NC.
735 - 8TH STREET, S.E
WASHI NGTON, D.C. 20003

(202) 546- 6666




231

t hi nk because that's not necessarily the case when the goal
is respect and (indiscernible), and it has to do with human
relations, not specific edits in a docunent.

JEFFREY SHUREN. O her questions? Diane?

DI ANE MALONEY: | had a question. You spoke about
the, if you were--wanted to get feedback on scientific
validity, you wouldn't go use the comunity consultation
route, but | was wondering what your thought is on nmaking
the protocol available. | know earlier today we heard
soneone suggest that it could be nmade avail abl e upon
request. So, if you have any thoughts on whether it should
just automatically be nmade publicly avail able, available on
request, or in what forunf

ROBERT SILBERGEIT: | think--1 don't think that
anything that | said in these comments relates specifically
to that. So, sort of separately, as mnmy opinion separately
is | think that just--I think that transparency is of value
in and of itself that we need to do here and shows respect,
and | think that making the protocol available generally is
a good idea for that purpose. It doesn't relate to the

comrents | made here, but | think that, to the extent
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possi ble, the nore information that can be provided for
those who are interested is a good thing. | mean--

DI ANE MALONEY: | nean | think a challenge is, you
know, how nmuch information--if you want to get input and
di scussion, to have good di scussions--

ROBERT SILBERGLEIT: | think the reality is, |
think the Iikelihood of many people in the public going and
| ooking at that protocol, understanding it, and com ng up
wi th some useful information that's going to be useful in
feedback, | think is extrenely unlikely. So, is it a very--
you know, | don't know that it's a very inportant,
practical, key step, but making it avail abl e denonstrates
sonething. It denonstrates sonething about what you, you
know, how you, what you think about your information and its
availability to the public, and | think that's probably nore
i nportant than sonebody actually looking at it and having a
very detailed comrent. But, you know, it also makes it
avai lable for that to happen if it should, but I think that
that's unlikely to be inportant.

JEFFREY SHUREN:. Questions? Thank you very nuch.

ROBERT SI LBERGLEIT: Thank you.
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JEFFREY SHUREN: Next |I'd like to call Dr. Richard
Wei skopf, Novo Nordi sk

Rl CHARD WEI SKOPF: Good afternoon. Novo Nordi sk
and | thank the FDA neeting organizers for the opportunity
to address the panel. W also thank the FDA for providing
revision of their draft guidance for exception frominfornmed
consent for energency research

| cone to this neeting with several perspectives.

First, | represent a pharmaceutical firm Novo Nordi sk, a

conpany based in Denmark with a major affiliate in the U S
and commtted to devel oping new treatnents to neet unnet
medi cal needs for life-threatening conditions such as acute
stroke. Novo Nordi sk has conducted several clinical trials
in energency settings, and inportantly, it is a conpany with
an exceedingly strong ethical culture and soci al
responsi bility.

| joined Novo Nordi sk approximately 1 and [ years
ago and am a senior participant in the devel opnent prograns
related to energencies, all of which were or are in Phase 2
or Phase 3 clinical trials. Some of you know nme from ny

former role as a professor of anesthesia and investigator in
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t he Cardi ovascul ar Research Institute at the University of
Californi a-San Franci sco, where | designed and conducted a
nunmber of clinical trials in all phases, 1 through 4, as
sponsored by the university, the NIH, various academ c and
prof essi onal societies, and by industry. During that
period, | also consulted for several pharmaceutical and

bi ot echnol ogy firnms, anong other things, providing advice
regardi ng programmatic and clinical trial design. | have
served on DSMBs and IRBs. Wile at UC-SF, | had been a
menber of one of FDA's advisory conmttees and have been an
i nvited speaker or nenber of expert panels at NIH and FDA
nmeet i ngs.

Third, during nmy years in the U S Arny, | was
manager of the Arny's research program for the conbat-

i njured casualty.

Fourth, | cone as physician, dedicated to the
heal i ng and wel | -bei ng of people and i nproving the human
condition. To that end, | spent nore than 35 years in
clinical practice. Many of those years were at San
Franci sco General Hospital, treating many patients in an

ener gency setting.
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Finally, and perhaps nost inportantly, | conme as a
human bei ng, one who |ost close famly nmenbers in the
Hol ocaust at a place where egregious crinmes were conmtted
and i nnocent captives were forced to be research subjects
against their wll.

We recogni ze the appropriate strong ethic of
i nformed consent for nedical treatnent and the even stronger
ethic for informed consent for subjects participating in
research in the US. W are aware of the inproprieties that
have occurred in the past in the conduct of human research,
both within and external to the U S. Responses to sone of
these immoral transgressions commtted in the name of
research led to the Nurenburg Code, the Decl aration of
Hel si nki, the Bel nont Report, and a nultitude of regul ations
in many countries, such as those found the in CFR

We further recognize that the FDA is the guardi an
of public health with respect to drugs, biologics, and
medi cal devices, and that enbedded in this responsibility is
the necessity of achieving a sonetines difficult bal ance
between permtting research ainmed at inproving the human

condition, while at the sanme tinme seeking to mnimze the
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risks to those exposed to the as yet unproven pharmaceuti cal
or device. This balance is generally nore difficult to
achieve in circunstances of nedical energencies. Simlarly,
pl anni ng for and conducting trials in this environnment can
be exceptionally challenging. Novo Nordi sk has conducted
several clinical trials in enmergency nedical conditions:
traumatic brain injury, spontaneous intracerebral

henorr hage, and severe trauna.

We very much appreciate the FDA' s expanded
clarification in the current draft guidance to exception
frominformed consent. My cooments in part are based on Novo
Nor di sk' s practical experience in six conpleted Phase 2
trials and three ongoing Phase 3 trials in these energency
medi cal conditions, and our extensive discussions and
interactions with experts in these fields. The other
perspectives | outlined earlier have also contributed to the
views | express today.

Novo Nordi sk and | take the issue of fully
i nformed consent extrenely seriously. W support the need
for DMC, an independent IRB, wth concurrence of a licensed

physician, efforts to contact |legally authorized
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representatives and famly nenbers, obtaining inforned
consent where possible, and community consultation and
di scl osure of plans before initiation of research and
results follow ng the conclusion of the research
Nevert hel ess, we have sone comments regardi ng sone
interpretative issues that affect trials in both efficacy
and safety of drugs, biologics, devices to be tested. |
wi |l highlight sone of these issues wth exanples from Novo
Nor di sk' s devel opnent program However, we believe that
t hese apply nore broadly.

In relationship to questions 1 and 2b posed by the
FDA, 21 CFR 50.24 states that a criterion for exception to
i nformed consent is that the human subjects are in a life-
threatening situation and participation in the research
hol ds out the prospect of direct benefit to the subjects.
The current draft guidance indicates "trials that have
norbi dity endpoints, rather than nortality endpoints, can
nmeet the requirenents if subjects are at risk of death from
the condition and severe norbidity that is closely
associated with nortality is being evaluated."”

The addition of norbidities as endpoints is
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necessary and wel comed. Not permtting endpoints other than
nortality is to negate the value of any therapeutic that
does not decrease nortality. W believe that is too narrow
an interpretation with a potential for denying patients

t herapi es that m ght be of other substantial benefit.
However, we do not think that the current revision noves
sufficiently far fromthe nortality-only endpoint.

I nsisting on a close association of norbidity with
nortality presents sone serious drawbacks. The term "cl ose
association"” is not defined, |eaving roomfor substanti al
di fferences of interpretation, making both contenplation of
and agreenent on design of studies problematic and, in
practical terms, may do little to permt access to
potentially beneficial new treatnents for desperate patients
and to enhance research prograns in this under-researched
field. Thus, we think that reduction of substanti al
norbi dity al one should be sufficient as an endpoint. The
norbi dity should not be required to be in close association
with nortality.

Addi tional ly, substantial direct benefit can

accrue to the participant wth endpoints that differ from
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nortality or even severe norbidity.
For exanple, providing henostasis follow ng severe trauma is
a benefit in a variety of ways other than reduction of
nmortality or norbidity in close association with nortality.
Transfusion is associated with | ong-term i munoconpromn se.
Decreasing transfusion decreases this risk. However, it
woul d not be practical to evaluate the |ong-term benefits of
reduced i munoconprom se with a random zed blinded trial in
these patients. Simlarly, decreasing transfusion decreases
ot her transfusion-related risks, such as transfusion-
transm tted pathogens and transfusion-associated |ung
injury, although here, too, because of the |ow incidence of
t hese events, it would not be practical to conduct a
random zed prospective trial with these events as the
primary outcone neasure. More rapid or definitive
acconpl i shnment of henobstasis al so conserves bl ood
conponents. Regional shortages of erythrocytes are well -
known to physicians, the FDA, and the public, the latter
t hrough educati onal canpai gns and pl eas when short ages
occur .

Per haps | ess well-known is the not infrequent
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shortage of platelets. At tinmes there are insufficient

pl atel ets available to treat a specific patient who could be
atrial participant, and treating a trauma patient
appropriately sonetines uses the entire platelet supply of a
hospital, city, or geographic area, precluding providing
adequate treatnent of others requiring platelets. | was an
attendi ng physician at the UC SF bl ood bank for 2 years, and
there were nmany tinmes when it was unfortunately necessary to
adj udicate the distribution of platelets to determne to

whi ch patient platelets would be allocated and which
patients woul d be deferred for a later tine.

Henost asi s al so enabl es better surgical vision,
thus allow ng for better or even otherw se inpossible
correction of the underlying pathol ogy. However, this
subj ective endpoint would also not qualify under current
gui dance. Nor woul d anot her benefit of inproved henostasis,
physi ol ogi ¢ stabilization of a patient allow ng for
transportation of a trauma victimfroma conmunity hospita
to a trauma center. It is well-known that care of traumatic
injury at a level 1 trauma center inproves care and

mortality. However, it would not be possible to design a
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trial with an endpoint related to the ability to transport a
victimof trauna.

Furt hernore, although provision of henpstasis may
inprove nortality or severe norbidity, neither are closely
related to the nmechani sm of action of a henostatic agent.
The aimof treatnment of bleeding is to stop the bl eeding.
Requiring an endpoint so distant fromthe physiol ogic action
is not realistic. This issue could apply to other potenti al
t herapies in an energency setting.

In relationship to question 2c posed by the FDA
we wel cone the FDA's gui dance regarding practicability.

Al nost definitionally, in the defined life-threatening
situations with a possibility of providing direct benefit to
the subject, alnost any delay in therapy--should the
proposed therapy, of course, prove effective--will result in
a decrease in efficacy, thus providing an unnecessarily
artificial difficulty for a trial.

Here, too, "unduly del ayed" allows for substanti al
interpretative differences. For exanple, hematonma vol une
foll ow ng spontaneous intracerebral henorrhage increases

during the first 3 or 4 hours followng the initial
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hermorrhage, wi th neurol ogi c outcone strongly related to the
ultimate size of the hematoma. Thus, any del ay of therapy
provi di ng henostasis for this condition decreases the
efficacy of that therapy and thus the direct benefit to a
subj ect participant. Wthholding an effective agent for the
45 to 60 mnutes required to obtain a properly informnmed
consent will result in the patients in the trial having
inferior outconmes to those treated post-licensure in
clinical practice and, in the worst case, could result in
the failure to reach a positive trial outcone for a
devastating disorder wwth no other effective treatnent. The
definition or interpretation of "unduly del ayed" nust not
permt an adverse inpact on efficacy or safety.

Simlarly, issues related to practicability inpact
trials in trauna. Trials designed to detect significant
reduction of either norbidity or nortality foll ow ng severe
trauma require a | arge sanple size. Despite worldw de
enrollment in many trauma centers, the trials wll be so
lengthy as to threaten the practicality of the trial and the
meani ng of the results because nedical care will |ikely have

changed during the lengthy duration of the trial. Planning
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such a trial and interpretation of the results becones
nearly inpossible. For exanple, nost traumatol ogists would
regard reduction of nortality followng major trauma from 30
percent to 25 percent as highly nedically significant.
However, a trial with a power of 80 percent to detect this
difference with an (indiscernible) of 0.05 would require
nearly 2600 patients. N nety percent power, which is not
unusual for a Phase 3 trial, would require nore than 3400
patients.

These sanple sizes in this energency environnment
are unrealistic in terns of nunbers of patients to be
enrolled if those unable to provide full infornmed consent
cannot be included. For exanple, our current clinical
programin trauma bei ng conducted throughout the world,
including the U S., at nore than 100 trauma centers is
expected to require approximately 4 to 5 years to enrol
1500 patients. In the U S., we're able to enroll only a
smal| fraction of those potentially eligible for the trial
owng to their inability to give infornmed consent because of
their severe nedical condition, the very condition that we

seek to treat. These patients arrive at a nedical center
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nost frequently wi thout famly nenbers who could provide
assent for the patient's enrollment. Enlarging this trial
to 2600 or 3400 patients would require 9 or 11 years.
Trials of such exaggerated duration not only tear at the

meani ng of "practical," but such an undue delay could
produce results of uncertain neaning owng to the trial's
duration. It is clear that these issues are a nmjor reason
for the extrenely limted nunber of substantial trials and
t herapeutic advances in this field.

In relationship to question 3 posed by the FDA we
wel come the FDA' s recognition that these unfortunate
patients unable to give consent owng to their disorder are
highly likely to have a nore severe form of the disorder
t han those who are capabl e of providing consent. W have
serious doubt that data fromthese | ess severely afflicted
can, with any reasonabl e assurance, be extrapol ated to those
with the nore severe formof the disorder. W believe that
this may apply not only to data regarding efficacy but to
that related to safety as well. An issue of concern to us

is that, follow ng approval of such therapeutic, physicians

are highly likely to use it for those patients with the nore
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severe formof the disorder, for exanple, unconscious trauma
patients in whom safety woul d not have been establi shed.
For exanple, what m ght the effects of the nore profound
shock and/or tissue damage be on the safety of the
therapeutic to be tested? Should not the answer be known
before rather than after approval? Although | wote the
subm tted abstract containing these thoughts before the
recent |OMreport, | draw your attention to that report,
per haps unnecessarily, in that the | OM addressed the

i nportant issue of drug safety and di scussed the probl em of
adverse events that are discovered after drug approval.

In relationship to question 2b posed by the FDA
we suggest that appropriate consideration and interpretation
be given for those proposed trials in clinical, life-

t hreat eni ng situations where adequate pre-clinical nodels do
not exist despite appropriate efforts.

In summary, we share the common goal of inproving
opportunities for survival and reduced norbidity for
patients in energent life-threatening states, not at al
costs, but with appropriate ethical controls and acti ons.

O course, we are conpletely in accord wth the requirenent
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for informed consent where possible. As does the FDA we,
t oo, recogni ze that for the public good and potenti al
benefit of trial subjects, for the treatnent of energency
di sorders, under sone circunstances, an exception is
necessary. W believe that less [imting study endpoints
shoul d be permtted, that in evaluating requests for
exception to informed consent, substantial consideration be
given to inproving the evaluation of both efficacy and
safety of pharmaceuticals by renoving barriers to inclusion
of those nore severely afflicted and thus are unable to give
i nfornmed consent. One mght take the view that to do
otherwi se is not ethical.
One shoul d not construe FDA inaction on this point as
adherence to the principle of first do no harm Harm can
and has ensued as easily frominaction, as noted by a
previous IOMreport, as frominappropriate action. W also
suggest that the requirenent for pre-clinical studies be
rephrased to take into consideration those conditions where
appropriate pre-clinical nodels are not avail abl e.

| cane to these comments and concl usions after a

professional lifetime of experience in clinical research,
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both in academ ¢ and industrial environments, many years of
experience caring for patients with these conditions,
experience as an expert for the NIH and the FDA, and as a
human to whom i nappropri ate research in humans is deeply
abhorrent. Thank you.

JEFFREY SHUREN. Thank you. Bob?

ROBERT TEMPLE: The | anguage about |inking the
norbidity to the thing that's threatening the patient's life
allowed us to wite guidance w thout changing the rule.
Ckay? So, | need--1 think we'd like to understand a little
nore what you think the problemis with the resolution to
that issue that was, that appears in the guidance. The
gui dance was intended to say that if the thing you're
treating has both nortal and serious norbid consequences,
it's okay to have the trial designed to decrease the norbid
consequences, you know, the anobunt of intellectual function
left or sonmething |like that, as long as the stroke is life-
threatening in the first place. | think the reason for
demanding that it be life-threatening was that it's a big
deal not to get consent. So, we wanted a high threshol d.

Say a little nore about what inpedinent you feel
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that places on doing the right kinds of study. | didn't
quite get that.

RI CHARD WEI SKOPF: Sure. GCkay. | fully--1I
understand and appreciate the difficulty you face here, but
et me take an exanple of sonmething that | didn't nention,
whi ch di ssociates the norbidity froma threatened nortality,
and this is clearly hypothetical: Suppose, for exanple,
sonebody is inebriated and gets into an altercation with
sonebody and has devel oped--gets punched in the eye and has
an open eye injury and has lost vitreous, and the potenti al
result fromthat is great |oss of vision or maybe even
conplete loss of vision. And yet, it is--the basic
underlying problemof the person's inebriation is unlikely
to be one where he or she faces nortality. The eye injury
is unlikely to be one that he or she faces nortality, and
yet this is an issue that probably nost of us would say,
“"I"'d like to get this fixed right, and anything that you can
do that m ght advance that would be a potential benefit to
me. "

ROBERT TEMPLE: Ckay. So, in this relatively

unusual case, the reason the person can't give consent isn't

M LLER REPORTI NG CO., | NC.
735 - 8TH STREET, S.E
WASHI NGTON, D.C. 20003

(202) 546- 6666




249

that he had a terrible head injury; it's that he's drunk.
RI CHARD WEI SKOPF:  Well, in that instance, yes,

but you could just as easily say that he was in an
aut onobi |l e accident, had a head injury. The head injury
m ght not be sufficiently severe to create an inmm nent
threat of nortality, yet it would be severe enough to inpair
the person's nentation and ability to give consent, and you
have the very sane issue.

ROBERT TEMPLE: Ckay. Fine. That's hel pful.

JEFFREY SHUREN. O her questions?

ROBERT TEMPLE: Actually, | had anot her one.
"Practicability” is the termthat's used to descri bed
whet her you can get the sanme information from anot her
envi ronment, people who aren't as sick or anything |ike
that. | think our thought was that if soneone coul d say,
"Well, yes, | could do the study in these less ill people,
but I wouldn't get the answer,"” that would be the answer to
practicability. Then you'd say, "Ckay. Now |I've shown that
it's not practicable to do the study | need to do in that
popul ation. | won't get the information | want." But you

appear to have a problemw th that. If you could clarify
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that further.

RI CHARD WEI SKOPF: Sure. Well, it may be an issue
of interpretation and the intent of those who wote the
gui dance versus those such as nyself who are reading the
gui dance. And as | and others who have read what is
witten, that doesn't--what you seemto say did not cone
through clearly, that if one can enroll patients with a |ess
severe formof whatever it is you're seeking to treat, then
t hat woul d be okay, but that |eaves out all those who have
the nore severe formwho may not be able to give consent
because of their very disease process. And | have issues
wWth respect to both efficacy and safety for those patients
who surely will be treated post-licensure, should the
therapy be effective and |icensed.

ROBERT TEMPLE: Yeah. GCkay. | don't think that
sort of answer wouldn't be acceptable in terns of what we
asked, but if it's not clear, then perhaps we need to
clarify it.

JEFFREY SHUREN. Deni se?

DENI SE ZAVAGNO. | al so had a question about

practicability. |In your talk today, you were expl aining
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that in trauma trials it can take sonetines, you know, 4 to
5 years to enroll 1500 patients, and that just isn't
practicable. So, you looking to us for sonme definition of
"practicable" that woul d sonehow enconpass that, and |'m
turning it back to you, is there sone length of tine in

whi ch you think a trial becones inpracticable? Is it 2
years? Is it 3 years? And is there sone other definition
you could hel p us--provide us wth?

RI CHARD WEI SKOPF:  Well, it's a conbination of
many things, and | don't think I can give you an absolute
one- nunber answer, but perhaps | can give you the thoughts
t hat gui de what gets one to an answer. And one wants to be
reasonably confident that nedical therapy for that condition
woul d not ot herw se change substantially during that period
of time which would threaten to negate the entire study,
that if the patients treated at the beginning of the study
in fact have the standard treatnent different towards the
m ddl e or the end of the study, one wonders what the study
is all about when it's over.

Second, in terns of getting a study just done on a

practical basis, when one |ooks at creating a study and the
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| ogi stics and the funding of a study, getting out to 4 or 5
years is pushing the envelope. That is probably actually
beyond what nost or many, | won't say "nost," but what many
fundi ng agencies, including industry, would say, "This is
beyond reason and in terns of life cycle of a product, in
terms of the cost, is beyond what we are willing to
undertake." W are undertaking that, but it is, | think, at
the very edge of what people are willing to undertake.

DENI SE ZAVAGNO. (Ckay. Thanks.

JEFFREY SHUREN:. Any ot her questions?

DI ANE MALONEY: Yes. | had a question. | wanted
to just get your take on public discussion, say, at an
advisory commttee, on these kinds of studies to get both
scientific and ethical input on the protocol or on the, you
know, the issues surrounding conmunity consultation.

Rl CHARD WEI SKOPF:  You're tal king about an FDA
advi sory comm ttee?

DI ANE MALONEY: FDA advisory commttee or we've
heard ot her discussions, but I'll ask it specific to an FDA
advi sory conm ttee.

Rl CHARD WEI SKOPF: Okay, and this wll clearly be

M LLER REPORTI NG CO., | NC.
735 - 8TH STREET, S.E
WASHI NGTON, D.C. 20003

(202) 546- 6666




253

nmy personal view, not representing anybody about this.
don't believe that, as currently constituted, those
commttees are appropriate for that task. | think that to
undertake that task would require different constitution of
committees.

DI ANE MALONEY: |If you had a conmttee that was
constituted appropriately, what value would you see in
having a public discussion of these studies?

RI CHARD WEI SKOPF: Are you sayi ng a nandatory
di scussion of every such study that is submtted for
approval or are you tal king about selected studies--

DI ANE MALONEY: Well, let's start wth sel ected.
And ones, let's say, that seemto raise specific issues of
concer n.

RI CHARD WEI SKOPF:  Well, | think the advantage is
then simlar to the advantage that accrues to other reasons
for which various groups within the FDA bring things to
their advisory conmttee, that is when they need advice
about a specific issue which may, they maybe internally
cannot agree or don't feel they have appropriate expertise,

even with sone outside consultation, or they want to have a

M LLER REPORTI NG CO., | NC.
735 - 8TH STREET, S.E
WASHI NGTON, D.C. 20003

(202) 546- 6666




254

public airing for any reason, one reason or another. So,
t hose very sanme advantages woul d accrue to this issue as
wel | for selected studies.

DI ANE MALONEY: Right. And any concern, though,
about having the discussions being in a public forunf

RI CHARD WEI SKOPF: | think one can do it in a way
that it's done not too dissimlarly fromcurrently where
there could be an open session and then, as necessary, a
cl osed session to discuss proprietary information.

DI ANE MALONEY: Right. | guess that goes to, |
t hi nk, some of what we've been hearing today. | think |I've
heard a nunber of people say the protocol ought to be nmade
publicly available, and right now the, you know, the way it
works is those are considered protected, confidential
(i ndi scernible).

RI CHARD WEI SKOPF: | have anot her issue, other
than the protected proprietary information that a, if
sonebody's going to spend a huge sum of noney trying to
institute a protocol, to then suddenly have it open to, sort
of and |ose that intellectual property is an issue of

intellectual property rights, and whereas |I'm not an expert
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inthat, | don't seek to hold nyself out as that. But
there's another issue as well, and | think anal ogous to
patient care. |If a patient asks ne about a specific
procedure, | wouldn't just hand that patient a bunch of
reprints or a textbook and say, "Here, read about it. |It's
open literature.” It would be in the context of "Let's have
a discussion about it, and I'll talk you through it, and
we'll go through every point. W'I| talk about it as |ong
as we need to talk about it to make you understand." But

this pile of information, unless you're an expert in this
area, is not going to be particularly useful to you and, in
fact, m ght be detrinental.

And so, | would take the sane approach with a
research protocol saying that, for the vast majority of
people, this would not be particularly useful w thout an
expl anation, an in-person explanation that goes along with
it, to guide themthrough it and explain the risks and the
potential benefits.

DI ANE MALONEY: | have just one other question,
and I"'msorry. | don't nmean to put you on the spot.

RI CHARD WEI SKOPF: That's okay.
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DI ANE MALONEY: | just really appreciate--

Rl CHARD WEI SKOPF: That's what |'m here for.

DI ANE MALONEY: --having a sponsor here. |, you
know, of course, | think nost of us have noted that we've
had nostly energency researchers here, and I was trying to
figure out why that was, and | think those are the people
who are in the trenches and really dealing with the patients
and trying to say, "Wiat can | do?" and probably frustration
in not having nedicines to be able to treat the patients
that they see.

So--but it's really inportant to have the
sponsors', you know, nultiple sponsors' perspectives as well
as patients' perspectives, and | know that we're getting
that in the docket, and | expect we'll get a |lot nore of
that as well. But | would ask if you could comment on what
rol e you think the sponsor or sponsors can play in working
wth researchers and IRBs with regard to these kinds of
st udi es.

RI CHARD WEI SKOPF: Wl |, of course, sponsors work
with investigators very closely. It does neither the

sponsor nor the investigator nor the study nor the proposed
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t herapeutic any good what soever for a sponsor to propose a
protocol that an investigator's not interested in pursuing
for various reasons, and so the protocols are arrived at in
very close consultation between investigators, the various
experts, external expert advisory commttees, and internal

di scussi ons, and what comes out is, rather than a sharp
cube, sonewhat of a rounded marbl e that presumably
satisfies--if it doesn't conpletely satisfy everybody's
needs, at least it's a reasonable conprom se and gets at the
goal .

" msorry your second part of your question?

DI ANE MALONEY: It just had to do what role the
sponsors can play?

RI CHARD WEI SKOPF: OCh, with I RBs. Now,
traditionally sponsors have had an armis | ength from | RBs,
and the investigator has been the internediary, and that has
been the way | RBs have wanted it. To do otherw se would
require a sea change in the culture of the way I RBs and
universities and investigators work. The various |RBs that
|'ve participated in and have presented as an investigator

as well would be, I would say, would be |oath to have direct
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interaction with the sponsor.

DI ANE MALONEY: Thank you.

ROBERT TEMPLE: Just returning to the availability
of the protocol. A nunber of people who spoke earlier
t hought that a protocol for any one of these kinds of
studi es ought to be available. There are pieces of
| egislation and the |OMcomrittee report, all of which say
t hat any study, being any Phase 2/3 study anyway, out to be
avai l abl e on sonme kind of registry. They don't necessarily
insist that the protocol be available, although if I were
them | would, because you really can't tell froma brief
sumary.

But leaving that aside, | think the contention of
people here is that in this rather sensitive setting where
peopl e are not going to be given consent, it's nore
i nportant than ever to convey a sense of openness so that,
even though I'm sure you're correct, nost people can't read
a protocol properly, this would be available for themto
read if they wanted to or they could find a |ocal expert who
could read it to themor sonething like that. Do you think

that's a problem for people designing studies? | nean it's
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not really true that these things are secret. Al the
i nvestigators know the protocol, you know, any decent
reporter could find it out easily. How inportant is that?

RI CHARD WEI SKOPF: Well, yes, and investigators do
know the protocol, but if you go to a conmunity where
there's been--and we've heard testinony about that, not
"testinony," but presentations earlier today, that if you go
to a coomunity where there has been "community consul tation”
about a protocol and you randomy ask people, the odds in
finding sonebody that (1) know that the research is going
on, or (2) truly understand what it's about, is pretty |ow

But even if you took a protocol--

ROBERT TEMPLE: We | et people vote, you know.
They don't have to pass a test first.

(Laught er)

Rl CHARD WEI SKOPF:  You don't want nme to comment on
that, do you? (Laughter) But if you take--the purpose of
havi ng a protocol avail able presumably woul d be to inpart
information, and if it does not achieve that objective, then
what is the point? |If you can't achieve inparting the

information correctly so that it can be interpreted
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correctly, you perhaps could be doing nore harmthan good.
And, in fact, the odds are that, for various reasons,
various nmenbers of our society could well interpret these,
what's witten in a protocol, in a, shall we say "rather

i di osyncratic way" and produce publicity or produce
information that would really be contrary to either the
intent or the actual nethodol ogy of the protocol.

So, | think--1"min favor of the transparency, but
| think the method of going about that, | don't believe the
correct way is just to have the protocol open and avail able
on a Wb site where anybody can read it. | think it
requires appropriate interpretation to the person.

Simlarly, I nmean, as | pointed out, the sane as
for clinical medicine. You want to inpart enough
information to a patient so that the patient does what is in
the patient's best interests, can nmake the appropriate
choi ces, but not so much that they are frightened away from
doing what is best. And that's easily done enough.

JEFFREY SHUREN: One ot her question on public
di scl osure. W' ve heard from sone folks an interest that

the results of a trial, regardless of whether they be
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positive or negative, should be made avail able to the
public. Do you have an opinion on that recomrendati on?

RI CHARD WEI SKOPF: | think that is sonething that
has gathered a great deal of favor in the past severa
years; whereas, sone years ago, nobody really tal ked about
t hat what soever. As, having been an editor of a journal and
all the other things |I told you about earlier, | think
cone down--it's not an easy question, and that's why |'m
hesitating. The question's easy; the answer, for nme, is not
so easy, and that's why I'mhesitating. | think I cone down
on the side that says, yes, that information should be nmade
avail abl e, but, again, it has to be done in a way--it's not
So easy--it has to be done in a way that can be
appropriately interpreted.

But | think, especially in this environment, if we
are to expose patients to research w thout their consent,
which is a very special thing and should be done only for
speci al circunstances, then | think we do owe society the
results of those investigations and not to, if they're
adverse or neutral, they don't work out, those should

neverthel ess be made public in sone reasonabl e way.
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JEFFREY SHUREN:. Any ot her questions?

BONNI E LEE: There has been a | ot of proposals
today and presentations for either a central IRB review, a
national review, a regional review, or an advisory conmttee
type of review, but centralized. And you--1 don't believe
you really comrented on that, and I would be interested in
your views. | will add that | think there's been an
assunption that, if that type of process is used, it wll
save a lot of time. | don't know whether that necessarily
is true. | go back a long way, and renenber anot her
nati onal advisory conmttee where, in fact, the researcher

di ed before his research got through it. (Laughter) So,

there are different nodel s one can use, but as, | believe,
the only sponsor here, |'d appreciate your comments.

RI CHARD WEI SKOPF: Well, |--please don't interpret
my comrents as that for sponsors at large. First, | work

for only one sponsor, and | haven't been doing that for very
Il ong either. So, probably my comrents probably are nore
heavily wei ghted by ny 35 previous years of experience than
my past 1 and 0. But having said that, you're right, I

didn't nmake any comments about that issue, and that is
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because (1) | wasn't aware that people were going to be
maki ng comments about that, and it wasn't an issue that |
felt was one of the top several that | wanted to get across.
As you could see, | barely fit in or I was actually 30
seconds over ny time limt. And so, I've only really had a
chance to think about this during the presentations today,
so | hesitate to give you sort of off-the-top coments about
that without really working it through, but since you asked,
"1l give you ny first blush coments, as it were.

And (1) | don't think that it will save tine. |
think it wll add just another layer. | don't believe that
local IRBs will defer to a central IRB, and I would find it,
| think--1 would be surprised, shall we say, that if |aws
wer e passed that would by-pass local IRBs in favor of one
central IRB. So, | would see it as a | ayer added above with
additional tinme, not only for the review of that particul ar
body, but then responses to that body. And protocols such
as these rarely go through an IRB first pass, and dependi ng
on how frequently that individual |IRB neets, nost commonly
once a month or so, if there's a second or even third set of

gquestions, we're |ooking at several nonths of delay. Wll,
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this will then add additional tine of perhaps several nore
nont hs of del ay.
And then there's a separate issue of IRBs, the
several IRBs that | was involved with directly and now
t hrough sponsorship, getting a sense of many I RBs or ethical
commttees, as they are called in Europe, all over the
world, they're quite different one fromthe other. Each one
has--certainly there are differences in different countries,
but fortunately you don't have to address that, but even
within a country, especially a country as big and as diverse
as the United States, they each--many | RBs have their own--|
won't call them pet peeves, but their individual focuses, if
you would. And one IRB might think itens 1, 2, and 3 are
the critical inportant things and pay attention to that;
wher eas, another IRB m ght say, "Yeah, 1's inportant. W
don't care about 2 and 3 so much, but here's 4, 5, and 6."
And | think it would be logistically very, very
difficult to have one central IRB or sonething, if you
woul dn't call it an "IRB," you mght call it sonething el se.
In a way, the FDA or the NIH, when it says, "Ckay, you can

go ahead and go to local IRBs with this protocol,"” in a way
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is sort of acting as a clearing house for that. They are
saying, "lIt's good enough to satisfy the CFR, and not only
the intent, the spirit and the intent and the letter, and so
now take it to your IRB and see if they have any | ocal

i ssues that they want to deal wth."

So, maybe | m ssed sone points of what early
presentations had to say, but I'mnot sure | see the val ue
of this so-called central IRB

JEFFREY SHUREN:. All right. Thank you very nuch.

(Appl ause and | aught er)

JEFFREY SHUREN:. That ends the portion of
regi stered presenters. There are three people who had
signed up subsequently to speak. | wll now ask Col onel
Jerry Pierson to cone forward. Again, | will allot each of
these individuals 15 m nutes, then questions fromthe panel.

JERRY PIERSON: | have a brief statement. On
behal f of our commandi ng general at Fort Detrick, Mjor
Ceneral Eric Schoomaker, as you know, with the Arny, we're
very nmuch interested in trauma and trauma research, which is
a concern for all Anmericans who know that we're actively

engaged in a global war on terrorism On behalf of the U S

M LLER REPORTI NG CO., | NC.
735 - 8TH STREET, S.E
WASHI NGTON, D.C. 20003

(202) 546- 6666




266

Arny Medical Research and Materiel Conmand, | wel cone the
gui dance proposed by the agency to further explain the
procedures to be foll owed when an exception fromthe

i nformed consent requirenent for energency research is
request ed.

As the | eader of an organization commtted to
devel opi ng products to provide Anerica's mlitary forces
with the best energency and intensive care possible, |
recogni ze that the research community at large is in need of
cl ear practical guidance in order to protect all potenti al
participants in research

Furthernore, | understand that the burden of
norbidity and nortality fromtrauma on the Anerican
popul ation is great, with trauma, as a | eadi ng cause of
death, responsible for over 160,000 deaths in the U S
annual ly. These sobering statistics underscore the reality
that the products currently avail able do not adequately
address the nation's trauma treatnent needs. New
t echnol ogi es nmust be eval uated using scientifically sound
met hods in rel evant patient populations. Wth clear

gui dance, sponsors and researchers can prepare neani ngful
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research protocols that appropriately address the critical
priorities of informng the community and protecting
potential research participants. Additionally,
institutional review boards wll better understand their
responsibilities in review ng protocols seeking exenptions
frominformed consent regulatory requirenents.

Signed, Eric Schoomaker, Major General, U S. Arny
Commander of the U S. Arnmy Medical Research and Materi el
Command. Thank you. Back to you.

JEFFREY SHUREN:. Any questions fromthe panel?
Thank you very nuch.

Next 1'd like to call Paul Knudson.

PAULA KNUDSON: |'m Paul a Knudson. |'ve been an
| RB admi nistrator for 30 years and an | RB nenber for 25, and
| wanted to speak to the point about community consultation
and give you one |RB' s experience with this kind of event.

In the first place, | want to say that back in the
early nineties, when the FDA insisted that we approach the
justice principle nore broadly than we had been doing, the
i ncl usi on of wonen of chil d-bearing potential, ethnic

di versity anongst our research subjects, and now, of course,
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the inclusion of pediatric patients, we becane concerned
about what did our comunity actually think about research,
and enbarked on a community outreach program in which we
tried to educate various community nenbers about what
research was, and then to find out what they felt the
barriers were to participation in research. W have al ways
had a very | arge conponent of comrunity nenbers on our |RB
and currently have 22 percent of our nenbers who are
unaffiliated and non-scientific, and we use themvery
broadly for suggestions for venues in which to make
present ati ons.

So, then we cane to the first tine we received
ener gency exception to infornmed consent on a protocol that
we had with the NIH, hypotherm a and head trauma, in 1995.
And | think we were the first that were told to do community
consultation. It was a year before the FDA did indeed
advance its rule, which included comunity consultation.

So, we were confused about what this was and what we shoul d
do, and then it dawned on us that actually we had al ready
t he begi nning of a nodel that we could use to achieve

comunity consultation
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So, when we i ndeed have a protocol that uses the
energency exception, the IRB neets in a fornal neeting to
deci de whether this protocol is acceptable at all. [If it
does, it then appoints a subcommttee to deci de how many and
whi ch sorts of venues presentations should be made to elicit
community response to the type of protocol that it is. And
it also nust determ ne what would be the |evel of positive
response that would be acceptable to the I RB at anot her
convened neeti ng.

So, then the subcommttee wll decide maybe 14,
maybe 17 pl aces, groups that we should go to, which attenpts
to cross social, economic, and ethnic differences in the
Houston community. | amat the University of Texas Health
Sci ence Center in Houston, and I'msorry | didn't say that
i n the begi nning.

A nmenber of the IRB goes to each one of these
groups, along with the investigator. The principal
investigator is then permtted to outline the study, to talk
about what the potential risks are inherent in the study,
and what the potential benefits would be. The |IRB nenber

t hen explains what an IRB is, what the I RB has determ ned
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about the study, and tries to elicit questions, concerns
fromthe comunity nenbers that are present. At the end of
t he question-and-answer period, | do a little spot quiz, a
l[ittle witten quiz, three or four questions: \Wat are you
concerns about this protocol? Do you understand that the
protocol is doing this wi thout your informed consent? Wuld
you be willing to participate in this protocol, and do you
t hi nk the nmenbers of your community would be willing to
participate? And that's just to give us sone tangible

evi dence of what went on, even though we take a sort of
overall assessnent of whether there is a positive response
fromthis conmunity setting or not.

The | RB determ nes about what |evel of positive
response would allow us to proceed with the protocol, and
it's usually sonmewhere between 87 percent positive response
to 90 percent positive response, and then we woul d be
willing to proceed. And it comes back for a final decision
on the part of the IRB at a convened neeting.

And | do not think that this is either too much
time or too nmuch cost. There are few such trials, and it is

essential that we do as nuch as is necessary to informthe
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public and receive and consider their concerns. Do | think
t hat everyone in Houston knows about every trial that we
have gone out to talk about? No, of course not. But |
think that by earnestly and seriously carrying out the
process denonstrates respect for persons and hopeful |y
denonstrates that we have earned the public trust. Thank
you.

JEFFREY SHUREN. Thank you. Let nme ask, you've
had experience with community consul tation.

PAULA KNUDSON:. Yes.

JEFFREY SHUREN:. How have you gone about notifying
the public? And then when you' ve held one of these neetings
to which nmenbers of the public have cone--

PAULA KNUDSON: No, we go to them

JEFFREY SHUREN. You go to thenf

PAULA KNUDSON: Right. And I--let ne tell you the
sorts of places we go.

JEFFREY SHUREN. Yes, if you woul d.

PAULA KNUDSON: We go to breakfast clubs and
service clubs. W go to nei ghborhood conmunity centers. W

go to health fairs. W go to churches. W go to PTAs. W
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do all the hospital volunteers, the Texas Medical Center
chaplains. W' ve done focus groups. W nake presentations,

not ne, but on Spani sh-1anguage radio and tel evision. |

have actually been on a gospel radio programwith call-in
questions. |'ve been on a rock radio station with call-in
guestions. So, | nmean, we do try to get out.

JEFFREY SHUREN. You had nentioned that if you get
sort of 80-90 percent positive response, you'll proceed.
Have there been cases where you' ve not gotten that |evel of
response?

PAULA KNUDSON: No, actually not. W've done, |
think it's five trials using enmergency exception, and we've
gone through this process five times. |I'mnot entirely sure
why we get such a positive response. It may be all of the
prograns that are on television, or it may be that--even
t hough we explain that research is being done because we
don't if it will work, it may not work, it may be worse than
what woul d be standard--people are willing to hear that
there m ght be benefit in these dire circunstances.

JEFFREY SHUREN:. And just one |ast question--

PAULA KNUDSON:  Yeabh.
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JEFFREY SHUREN:. --fromne, and then I'll turn to
others. Wat kind of feedback have you gotten in terns of
the process you' ve used for comrunity consultation?

PAULA KNUDSON: Well, we have heard that people
are very grateful that we've been out there to talk to them

We continue to do the comunity outreach, talking about
research, going to all of these places, just talking about
research in general, that there are such protections for the
public as an I RB provides. W hope we're providing sone
protections. W've never neasured it, but we do hope so.

So, we speak to it that way.

JEFFREY SHUREN: ['msorry. 1'Il throwin one

PAULA KNUDSON:  Yeah.

JEFFREY SHUREN. Wbuld you now, after going
through five trials, would you do anything differently in
trial nunber 67

PAULA KNUDSON:  No, | don't think so. | think we
woul d continue to do just nore of the sane.

JEFFREY SHUREN. Questions from-Joanne?

JOANNE LESS: | was just wondering, you said that
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at the end, you give a quiz, and you test to see how nuch
t hey understand of the trial. Do you give themwitten
materials or just a description of the trial, a summary?

PAULA KNUDSON: OCh, yes. There handouts about the
trial in general ternms. If it's proprietary information,
we're not tal king about what the drug is nmade up of, but we
certainly have a handout about the trial. W go over it in
great depth. These neetings take at |east an hour and a
half. | mean we're not rushing through anything, and then
we're trying to elicit concerns: Wuld this be appropriate
in your comunity? And the only reason that we do the spot
quiz is just to have sone tangi bl e evidence. | always bring
soneone al ong who counts noses, so that we know that there's
35 people or 135 people in the room what sort of ethnic
make-up are we seeing in that room trying to get a handle
on the different communities that nake up Houston.

JOANNE LESS: And | had a second question, but |
forgot it.

(Laughter)

PAULA KNUDSON: It's the end of a | ong day.

JOANNE LESS: Hopefully 1"l remenber while
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sonebody el se i s asking.

DI ANE MALONEY: | had a question, just when you
tal ked about the feedback that you get. So, in getting
f eedback, for instance, how do they give it? Do you ask for
a show of hands "Do you support this trial?"?

PAULA KNUDSON: No. We elicit coments from
people. | nmean we ask themto please talk to us about what
their concerns are during these neetings, and then anything
that they didn't want to say out loud they can wite on the
little quiz. You know, "Do you have concerns that you want
to share with us?"

DI ANE MALONEY: Right. So--but not everyone that
conmes i s speaking up at the neeting?

PAULA KNUDSON: OF cour se.

Dl ANE MALONEY:  So- -

PAULA KNUDSON: And not everyone conpletes the
little quiz, but we get, you know, probably 75 percent of a
roomwill do the little--they're always, | think, fairly
delighted to be asked to do that. W don't have them sign

DI ANE MALONEY: Right. So, are you using the

results of the quiz then to conme up with your 87 to 90
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percent ?

PAULA KNUDSON: Well, the result of the quiz and
sort of a general consensus of what the roomwas |ike. Ws
it a positive sense? O was it--were people really saying,
"Oooh, | don't like this. You' re denying me a basic right
that | have to give consent"? You know? |f you hear things
i ke that, you know that soneone's not very happy.

DI ANE MALONEY: And have you found that, say, the
nunber of people com ng, that you have nore interaction in
smal | er size groups, |larger size groups?

PAULA KNUDSON: Well, | don't like the 135-size
group as much as | like the 35-size group.

DENI SE ZAVAGNO.  You said that your IRB fornms a
subconm ttee, and then the subcomm ttee deci des where you're
going to do the outreach and how many pl aces you're going to
go? Do you base the nunber of places you' re going to go on
the seriousness of the trial, |ike--

PAULA KNUDSON: No. They're all treated about the
sane. It just sort of depends on whether we think it's
going to be a nore | ocal environnent or whether our

(i ndi scernible) going to be going out to 13 different
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counti es.

DENI SE ZAVAGNO Wl |, you said you go to 14--

PAULA KNUDSON:  Sonewher e bet ween- -

DENI SE ZAVAGNO  So, it's not based on |evel of
risk at all?

PAULA KNUDSON: No, it's not the level of risk.
We treat themall as being high risk

DENI SE ZAVAGNO  kay, and you said you normally
go out to 14 to 17 pl aces?

PAULA KNUDSON: Ri ght.

DENI SE ZAVAGNO  And who pi cks those places? The
subcomm tt ee?

PAULA KNUDSON: The subcomm ttee nenbers hel p us.

We call, we get on the tel ephone. W call all these
groups, and we ask them whether they would allow us to cone
to make a presentation about energency research.

DENI SE ZAVAGNO. (Okay, and say you go to a pl ace
and you can feel in the roomthat it's kind of negative?
Peopl e are saying, "Oh ny, | don't want this in ny
community. | don't want this to happen.” Do you change the

way that you do your presentation for the next tinme--
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PAULA KNUDSON: We try--

DENI SE ZAVAGNO  --to try and incorporate what
their concerns were?

PAULA KNUDSON: Absolutely. Absolutely.

DENI SE ZAVAGNO. But woul dn't that change?

PAULA KNUDSON: No, | don't think so. | think it
hel ps us to find out, you know, is this reflective of this
community, which is so hard to define because Houston's got
about 3 mllion people in its greater statistical setting.
| mean it's just very large and very diverse. W try to
i ncor porate what everybody says to us.

DENI SE ZAVAGNO. Wl |, have you ever gone back to
the investigator and said, you know, we've had so nmany
negatives here, we think this trial is a no-go?

PAULA KNUDSON:  Yup, we have indeed. W have
i ndeed. Just once.

JOANNE LESS: | renenbered ny question, and
actually Denise asked it. It was whether or not you do take
into account the increnental risk, and it sounds |ike you
don't, but--

PAULA KNUDSON: W just treat--any tinme you are
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not obtaining informed consent in a life-threatening
circunstance, that's high-risk research

JOANNE LESS: Gkay. So, would the--

PAULA KNUDSON: Whet her there's--

JOANNE LESS: Wth regard to the AHA proposa
then, now that you' ve heard that discussed today by a nunber
of people, do you have any thoughts on that? Do you still--

PAULA KNUDSON:  No, |'d rather not--

JOANNE LESS: --do it the sane way?

PAULA KNUDSON: |'d rather not comrent on that
one.

JOANNE LESS: Okay.

BONNIE LEE: | had a followup to Denise's
guestion. Paula, when you said that you were getting
coorments at all of these different venues and you had done
this for five studies--

PAULA KNUDSON:  Hmm nm

BONNI E LEE: And you indicated to Denise that you
had, based on public input, decided not to do at |east one
of those. For your other studies that you did permt to

proceed, fromthe public discussion, did you change the
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protocols in any way in any of the studies? | nean, was
there tangible results?

PAULA KNUDSON: No, we changed the way we wrote
sone of the public disclosure pieces that we put into the
newspapers, and | think we just enphasized a few other
poi nts. Yeah.

BONNI E LEE: Thank you.

PAULA KNUDSON: The protocols were really not
changed.

BONNIE LEE: Well, | would assunme that's because
you do a pre-revi ew -

PAULA KNUDSON: Ch, yeah.

BONNIE LEE: --by the IRB, and therefore you feel
t he protocol is--

PAULA KNUDSON: |s acceptable. R ght.

BONNI E LEE: --is acceptable. | see.

PAULA KNUDSON: Exactly.

SARA GCOLDKIND: | have a coupl e of questions.

PAULA KNUDSON:  Yeah.

SARA GOLDKIND: One is, I"'mwondering if off the

top of your head you could say how |l ong roughly it's taken
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the IRB to review these five protocols, say, fromsoup to
nuts, fromthe beginning with the pre-review and then at the
end, after the community consultation process has gone

t hr ough.

PAULA KNUDSON: | think it's a mninmumof 5
nmonths, and it's sonetines | onger

SARA GOLDKI ND:  And the other question | had is,
we heard today that there are--sone people have experience
that-- (Buzzer sounds) Sone people have experience that it's
nore successful to go out to pre-fornmed groups to do the
community consultation process, rather than bringing folks
into the hospital setting for group-specific neetings,
specifically related to the protocols. |'mwondering if you
have any comments on that based on your experience.

PAULA KNUDSON: Well, I've never been particularly
keen about the idea of having comrunity representatives cone
on sone sort of community advisory board, because | think
within a very short period of time they becone
institutionalized, you know. | think we should go directly
into the community, into these churches and into the health

fairs, you know, where people just show up. People, the
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ordinary folk, arrive, and we get a chance to talk to them
They're not the gatekeepers for the community.

SARA GOLDKI ND:  And you nentioned that you've done
focus groups.

PAULA KNUDSON:  Yeah.

SARA GOLDKI ND:  How successful did you find that
venue?

PAULA KNUDSON: Well, for instance, when we
started doing pediatric research, well, it wasn't for
energency exception, but we did a | ot of focus groups with
parents of children, nenbers of the IRB as well as nenbers
fromthe community in general, just to talk about children
children's research and the issues. There are so many.

SARA GCOLDKI ND:  Thank you.

DI ANE MALONEY: In preparing the materials for
community consultation, in general, your experience--has the
researcher prepared those or the IRB or done together?

PAULA KNUDSON: It's done together.

DI ANE MALONEY: Toget her?

PAULA KNUDSON: The researcher will present the

handout about the study, which the IRB wll take a | ook at
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to be sure it's not weighted too heavily on the benefits
side. And then, the IRB nenber or nenbers that go usually
have a tail or-made presentation about what IRBs are, the
fact that, you know, the bedrock for all research is

i nformed consent, and we're denying you the opportunity to
gi ve you your infornmed consent for this study. | really

| ean very heavily on that because | want people to really
under st and.

DI ANE MALONEY: And how i nportant do you think it
is that an I RB nenber be there for the community
consul tation?

PAULA KNUDSON: ©Ch, | think it's terribly
inportant. | really do. | think it's, it otherwse is al
one-sided, if you wll. It's too uneven an exchange.
Researchers do the research because they really believe in
it, and they can easily communicate that. And the IRB
menber has to put the brakes and say what the real, you
know, that infornmed consent is being denied, that there are
risks in this study, that we need your input before we can
decide to do this, and it's a nore bal anced presentati on.

DI ANE MALONEY: \What's your sense of other IRBs in
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terms of going out and participating in the community
consul tation?

PAULA KNUDSON: | think we're a very rare | RB that
does this.

DENI SE ZAVAGNO. Si nce you' ve gone out and net
with the communities and heard their questions, I'd like to
hear what you think about the opt-out provisions that have
been in place in sonme trials and whether or not you think
that the comunity |ikes those or whether or not you think
they're necessary or if they're feasible.

PAULA KNUDSON: Well, | think it's a fiction. |

think that, you know, for the Pol yheme study, we did the

bl ue bracelet. | think that people may have worn it for a
nmont h and then stopped wearing it. | think they'd forget
that there's an opt-out provision. | think if somebody
really didn't want to be, 1'd want it on their driver's

license, somewhere in their wallet, in big red letters.
just--1 don't know the best way to do opt-out. Just not do
t he research

CATHERI NE LORRAINE: | just wanted to ask one

ot her question. Wen you all go out and do this
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consultation, is it usually one nenber of your IRB plus the
i nvestigator?

PAULA KNUDSON: Yes. Yes. Usually.

CATHERI NE LORRAI NE: Thank you.

DI ANE MALONEY: |1'd like to ask--

PAULA KNUDSON: (I ndi scerni bl e)

DI ANE MALONEY: OCh, I'msorry. Sorry.

PAULA KNUDSON: That's all right.

JEFFREY SHUREN. Go ahead.

DI ANE MALONE: In terns of the experience you' ve
had, what changes have you nmade over tine that you' ve
| earned, you know, from hearing fromthe community what it
is they're looking for? Are there specific things you could
point to that you could say, sort of generalize, that you
noticed that they really wanted to know about this or that?

PAULA KNUDSON: People really seemto want to know
what the state of the art is. Wiat's the realistic
happening in an energency room when your brought in with a
head trauma? That's what they really want to know. And, is
what you're planning on doing going to attenpt to make

better treatnent for then? They're really interested in
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better treatnent for what's going on.

CATHERI NE LORRAI NE:  And who expl ains what the
state of the art 1is? Wuld that be the investigator?

PAULA KNUDSON: Ch, yeah. [I'mnot a scientist or
an MD. | can't. | can't. And |I'mnot an energency room
person. So, yes, the investigator, who is invariably both a
scientist and an M D. and an energency room person

CATHERI NE LORRAI NE: Thank you.

DI ANE MALONEY: Just can you comment on how usef ul
you think a discussion of these studies at an open public
forum such as an FDA advisory commttee, would be?

PAULA KNUDSON: Ch, | think it would be wonderful.

| think IRBs would very nmuch endorse the idea of an--such
as the pediatric subcommttee on the ethics, the Pediatric
Et hics Subcommittee that Skip Nelson chairs. | think that's
just absolutely a nmarvel ous resource for IRBs. W learn
fromevery one of those discussions.

DI ANE MALONEY: And woul d you have concerns with
t he protocol being discussed in an open forunf

PAULA KNUDSON: |'m sure that sponsors woul d.

There nmust be sonme way that protocol can be abbreviated so
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that the proprietary information is not disclosed, but the
mechani cs of what you're doing is disclosed.

CATHERI NE LORRAI NE: Thank you.

JEFFREY SHUREN:. Thank you very nuch.

PAULA KNUDSON: Thank you for allowng nme to
speak.

JEFFREY SHUREN:. The | ast speaker today is Lynn
Wi te.

LYNN WVHHTE: H . [I'mLynn Waite. |'mone of the
Nat i onal EMS Research Agenda co-investigators, and Dr.

M chael Sayre is our investigator, who's here today in the
audi ence.

The National EMS Research Agenda is a project that
was designed to exam ne EMS research and barriers to its
success, and also to reconmmend strategies to inprove the
quality and quantity of EMS research, ultimately to inprove
the care of the patients that we treat out of hospital

The Research Agenda is supported by the National
Associ ati on of EMS Physi ci ans, NAEMSP, and al so the Nati onal
H ghway Traffic Safety Adm nistration. W were recently

awar ded an AHRQ grant in support of a conference to discuss
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and devel op guidelines for IRBs to assist themin the
interpretation and application of the exception from

i nformed consent in energency research rules. And | just
wanted to let you all know that our conference will be held
on February 7th and 8th, 2007, in Washington, D.C., and it's
open and you're all invited, and we hope that several of you
will participate. Information on registration isn't yet,

but will soon be, on the Wb site of NAEMSP, which is

wwmv. naensp. org. And al so we have a Research Agenda Wb
site, and that's ww. researchagenda. org.

That's all | have to say. Thank you.

JEFFREY SHUREN. Great. Thank you. Questions
fromthe panel ?

Al right. Thank you very nuch. This concl udes
our hearing. On behalf of the FDA panel, | want to thank
all who took the tine to attend this public hearing. | want
to particularly thank those speakers who took the tine to
present their thoughts to all in attendance, and I'd like to
give all of thema round of applause. (Appl ause)

Al so, a thank you to the FDA panel who cane today

as well. The agency will be considering the information
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that the speakers provided today, along wth all other
avai | abl e information, and that includes coments submtted
to the docket for this neeting and for the draft gui dance.

Il will remind folks that the docket is open until
Novenber 27th. So, please, if you do have any coments, do
send themto the docket. W very appreciate also any data
that you may have or any studies. W do |ook at everything
that you send in.

Lastly, | just want to thank everyone again for
your attendance, and | wi sh you a good rest of the day.
Thank you.

(Wher eupon, at 3:52 p.m, the proceedi ngs

concl uded.)
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