© 00 N O 0o b~ W N PP

AW W W W W W W W WWDNDNDNDNDNDNDNDMDNDDNDMDNMNMNREPRPRPRPRPEPRPEPRPPEPRERPPRPRPRPPRE
O © 0 N O O A W NP O © 00 ~NO O B W NPFP O O 0w NO O M WDN — O

A b
N -

42nd MEETI NG

NATI ONAL Bl CETHI CS ADVI SORY COWM SS|I ON

Hyatt Regency Bet hesda
One Bet hesda Metro Center
W sconsin Ave. at O d Georgetown Rd.
Bet hesda, WMaryl and

Vol une 11

July 11, 2000

Eberlin Reporting Service
14208 Piccadilly Road
Silver Spring, Maryland 20906
(301) 460-8369

69



© 00 N O 0o b~ W N PP

A DA W W W W W W W WWWNDNDNDNDNMNDNDDNDDNDMDNMNMNDMNMDNEPRPEPEPRPEPRPPRERPRERPREPPRE
P O © 0 N O O A W NP O © 0N O O B W NP O O 0w NO O b wWDN — O

70

| NDEX

ETH CAL AND POLI CY | SSUES | N THE OVERSI GHT
OF HUMAN SUBJECTS RESEARCH

Ernest D. Prentice, Ph.D., 72
Associ ate Dean for Research,

Co-Chair, IRB, Ofice of Regulatory
Affairs, University of Nebraska

Medi cal Center

Di scussion with Conm ssi oners 90
Panel V: Perspectives of Oversight System 113
from | RBs

Dani el K. Nelson, MS., Director 115

Human Research Studi es and
Associ at e Professor of Soci al
Medi ci ne and Pedi atrics, School
of Medicine, University of North
Car ol i na- Chapel Hil

Moira A. Keane, MA , Director 125
Research Subjects' Protection

Program | RB/ | ACUC, University of

M nnesota Health Center

E. Ray Stinson, Ph.D., Assistant 134
Vice President for Research,
Wayne State University

Robert Nel son, M D., Assistant 142
Pr of essor of Anesthesia and

Pedi atrics, Director, Research

Regul atory Affairs O fice, Chair

| nstitutional Review Board, The
Children's Hospital of Phil adel phia

Panel VI: Perspectives of the Oversight 181
System from Resear chers



© 00 N O 0o b~ W N PP

N NN R R R R R R R R R R
N B O © N O U M WN R O

| NDE X (Continued)

Sharon B. Murphy, MD., Professor
of Pediatrics, Northwestern
Uni versity School of Medicine

WIlliam Burman, M D., Attending
Physi ci an, Denver Departnment of
Public Health

Monica M Farley, MD., Professor
of Medicine, Enory University,

School of Medicine, Atlanta VA

Medi cal Center

Sanuel A Wells, Jr., MD.,
Director of Cinical Trials and

Evi dence- Based Medicine, Anerican

Col | ege of Surgeons

Di scussion with Comm ssi oners

182

196

211

222

232

71



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

72

PROCEEDI NGS
ETH CAL AND POLI CY | SSUES I N THE OVERSI GHT
OF HUVAN SUBJECTS RESEARCH
PANEL |V: | DENTI FI CATI ON AND
ASSESSMENT RI SK AND BENEFI T
DR. SHAPIRO. Marjorie?
DR. SPEERS: We would like to begin with

our fourth panel under the topic of our oversight
project. This panel is addressing issues related to
the identification and assessnent of risk and
benefit in research.

Dr. Ernest Prentice will be presenting his
paper that we have conm ssioned fromhim which is
entitled "Institutional Review Board Assessnent of
Ri sks and Benefits Associated with Research.”

Just to rem nd you that we had originally
conm ssioned two papers. One paper was to deal with
phi | osophi cal issues. The other paper was to deal
with practical issues. Dr. Prentice is going to be
presenting froma practical perspective, fromthat
of an IRB chair or co-chair in his case but with
many years of experience of |ooking at how | RBs
exam ne risk and benefit and the risk/benefit ratio.

Thank you.

ERNEST D. PRENTI CE, Ph.D.,
ASSOCI ATE DEAN FOR RESEARCH,
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CO- CHAIR, | RB OFFI CE OF REGULATORY AFFAI RS
UNI VERSI TY OF NEBRASKA MEDI CAL CENTER
DR. PRENTICE: Well, good norning, M.

Chai rman, conm ssioners, |RB coll eagues and public
representatives. |If | may, | would |like to address
the comm ssion fromup close to the screen.

DR. SHAPIRO. By all neans, whatever is
nost conveni ent for you.

(Slide.)

DR. PRENTICE: As you know, the title of
this paper is "I RB Assessnent of Ri sk and Benefits
Associated with Research,” and | would like to thank
the comm ssion for the privilege of witing this
paper.

| would also Iike to acknow edge ny
col | eague, Dr. Bruce, Gordon, who is co-chair of the
| RB, who assisted nme with this authorshinp.

(Slide.)

| believe that this is the IRB' s cardinal
charge: To determne that the risks to subjects are
m nimzed and are reasonable in relationship to
antici pated benefits.

(Slide.)

And to acconplish this charge we need to
ask the question how should an | RB assess the risks
and benefits associated with research.

(Slide.)
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There are seven basic tasks that an IRB
shoul d perform

First, to identify the risks, quantify the
risks, classify the research utilizing this risk
threshold called mnimal risk, ensure that risks are
m nim zed, identify the benefits, performa risk
benefit anal ysis and perform ongoi ng assessnent
after the research is approved. So | amgoing to be
tal king very briefly about each of these and they
are reflected in the paper.

(Slide.)

First, identification and assessnent of
research risks. That is -- look at that.

(Slide.)

VWhat is the definition of risk in a
research context? |In order to address this issue we
need to go back to a nedical mal practice case,
Canterbury versus Spence, that established the
reasonabl e person standard. So a material risk is
one that a reasonable person, in what the physician
knows or should know to be in the patient's
position, would |ikely consider to be inportant in
deciding do I want to participate in this research
or not or rather in the therapy or not.

(Slide.)

Now t he National Conmm ssion, of course,

reviewed this particular case and they felt that the
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reasonabl e person standard was not sufficient for
research participation so they established what is
call ed a reasonabl e volunteer standard, i.e. the
research subject being, in essence, a vol unteer who
may want to know a | ot nore about the risks
associated with research than they would if they
were sinply trying to deci de whether or not to
participate in a therapeutic intervention that is
consi dered standard.

(Slide.)

So if we take the reasonabl e vol unt eer
standard and we incorporate that into the definition
of risk, we cone up with sonething like this. A
risk is a potential harm disconfort or
I nconveni ence that a reasonable volunteer, in what
the investigator knows or should know to be the
subj ect's position, would |ikely consider
significant.

So we recommend on our IRB that we utilize
a reasonabl e vol unteer standard even though this is
not reflected as such in the federal regulations.

(Slide.)

We believe that | RB nenbers, and certainly
I nvestigators, should identify and assess the
| nportance of research risks fromboth a scientific
perspective, and by placing thensel ves, insofar as

possible, in the average subject's position and this
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I's not always easy. So you need to take a | ook at
the protocol, look at the eligibility criteria and
try to place yourself in the position of a subject
I n that protocol.

For exanple, let's say an investigator is
doing a cardiac risk study and they are |ooking for
volunteers that nmay have a certain profile that

woul d | ead themto be susceptible to coronary

events. Well, this m ght be an exanple of one such
coupl e.

(Slide.)

| like to showthis slide. It is kind of

hunor ous but the fact of the matter is that, while
we may not agree with this kind of lifestyle, it may
not reflect our own lifestyle, the fact of the
matter is that the investigator and the | RB nenbers
shoul d I ook at the |lifestyle of the perspective
subjects and review risks fromtheir perspective.

In this case probably even getting up and novi ng may
be risky.

(Slide.)

Now there are five general categories of
risk. The physical, the psychol ogical, the social,
the economc and the legal. Physical risks are
usually easier to identify. | amnot going to
address those. Psychological risks are often nore

nebul ous.
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And | et me just give you one exanple. In
many clinical protocols, there are quality of life
surveys attached to the clinical protocol. These
quality of |ife surveys contain invasive, sensitive
questions about lifestyle, the effect of the therapy
on lifestyle and famly dynam cs. |In many cases,
there are risks associated with such surveys but
they are not adequately addressed by the
I nvestigator and often they are overl ooked by the
| RB.

We heard yesterday about social risks, such
as stigmatization associated with a comunity based
research. There are economc risks and there are
even legal risks that are addressed in the paper.

(Slide.)

Now this is what | refer to as a research
ri sk unbrella and here again we see the five
categories of risk and under this unbrella we al so
have i nconveni ence and disconfort. Sonetinmes we
tend to ignore the fact that research projects my
I nconveni ence subjects. They may have di sconfort,
but these inconveniences or disconforts do not rise
to the level of a harm and it is easy to overl ook
such.

For exanple, let's say a protocol involves
asking a research subject to undergo an MRI. Wl

anybody who has been in an MRl tube knows that you
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are inthis little tube and you have got to |ie down
and you have got to be very still and you hear this
knocki ng noise, and certainly it is inconvenient, it
I's unconfortable, and in sone cases, if you are

cl austrophobic, it is going torise to a |level of
har m

So we need to be careful that we do not
over|l ook this aspect of the research risk unbrell a.

PROFESSOR CAPRON: Dr. Prentice?

DR. PRENTICE: Yes. Just to clarify, those
three | evels apply across the five types, is that
what you are sayi ng?

DR. PRENTICE: More or |ess but probably
nore in the physical category than in sone of the
ot her categories. For exanple --

PROFESSOR CAPRON:  This is an interaction.
This is a matri x.

DR. PRENTI CE:  Yes.

PROFESSOR CAPRON: Now | RBs often encounter
difficulty in trying to distinguish risks when
research is conbined with perfornmed concomtantly
with therapy.

(Slide.)

So the question arises, when research is
conbi ned with standard therapy, the subject would
receive, regardl ess of participation in the study,
what risks should be considered by the I RB, what
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ri sks should be disclosed to the perspective
subj ects?

(Slide.)

Well, we know that the risk of standard
t herapy the patient would undergo i ndependent, and |
stress independent, of their participation in the
research usually, not always but usually need not be
consi dered by the |RB.

(Slide.)

For exanple, let's take a study where an
I nvestigator wants to perform henodynam c
measurenents during standard open heart surgery.
Well, in this particular case, usually only the
ri sks of the neasurenents are gernane to the IRB' s
review, not the risks of the open heart surgery.

(Slide.)

Let's take another exanple. A PET scan is
adm nistered to schi zophrenic patients and they are
al ready taking an FDA approved drug in order to
assess the drug's effect on brain netabolism So
the research is the PET scan. The patients are
already taking the drug so only the risks of the PET
scan need to be considered by the IRB, not the risks
of the drug.

(Slide.)

However, if we change the scenario around a

little bit, and we say schi zophrenic patients wl|l
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be gi ven an FDA approved drug, they are not taking
It yet but they are going to be given an FDA
approved drug, even though the focus of the research
Is not the efficacy of the drug, our |IRB would
contend that you would include the drug in the

ri sk/ benefit anal ysis. But again that is not

al ways clear, is it?

(Slide.)

Now after the risks are identified, we
believe it is necessary to undergo risk
gquantification | ooking at the probability of
occurrence, the magnitude of severity and the
reversibility of any given harm and quantify that
If that is possible. That is not always possible
but where it is possible it should be done.

We ask our investigators to provide us with
data to that effect so that we can nore fully
evaluate the risks. O course, sone risks are
si nply unknown. They are unexpect ed.

(Slide.)

This is a hunorous slide. He choked on a
pl acebo. But it has a serious note and the serious
note is this: The fact of the matter is that, in
research we do not always know what the risks wll
be, and we need to advise prospective subjects of
t hat fact.

(Slide.)
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Now this is a very inportant part of the
assessnent of risk -- classifying research according
to the mniml risk standard.

(Slide.)

The way in which an IRB interprets and
applies the mnimal risk standard, which is a
threshold I evel of risk, is a major determnate in
est abl i shing necessary protection for human
subj ects. Under current regulations it is used to
establish whether or not a research protocol can be
reviewed by the expedited revi ew nethod, whether or
not i nfornmed consent can be waived, whether or not
addi tional protections are necessary for vul nerable
popul ati ons such as chil dren. So it is a very,
very inportant consideration.

(Slide.)

Now this is the definition of mniml risk
in the current regulations. Mnimal risk nmeans that
the probability and magni tude of harm or disconfort
anticipated in the research, are not greater than
those ordinarily encountered in daily life or during
t he performance of routine physical and
psychol ogi cal exam nations or tests.

Now what does daily life nean? Is it the
daily life of a healthy person? Is it the daily
life of a fireman or a policeman? |Is it the daily

life of sonmebody who lives in New York or sonebody
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who lives in rural lowa? What are the risks of
daily life? It is not easy to identify.

(Slide.)

In the preanble to the regulations, the
framers of the regul ations considered whether or not
to tie mnimal risk to the daily life of a healthy
person, and they chose instead to reword the final
regulations to reflect the intention that the risks
of harm encountered in daily |life nmeans those risks
encountered in the daily lives of the subjects of
the research. That is a very, very inportant
di stinction.

(Slide.)

However, OPRR s current interpretation of
the definition of mninmal risk does not consider a
relative standard. Rather OPRR has adopted an
absol ute standard which makes a big difference. So
If we utilize the absolute standard and ki nd of
qualify what mnimal risk nmeans in that context, it
means that the harmor disconfort anticipated in the
research are not greater in and of thenselves than
those ordinarily encountered in the daily life of
normal heal thy subjects. Normal healthy subjects or
during the performance of normal routine tests that
nor mal heal t hy subjects m ght undergo.

(Slide.)

So, for exanple, a normal healthy
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I ndi vi dual obviously woul d never have a bone marrow
bi opsy. That clearly would be a greater than

m ni mal risk procedure. However, utilizing a
relative standard, a patient that has | eukem a that
undergoes nultiple bone marrow bi opsies, one
addi ti onal bone marrow bi opsy for nontherapeutic
reasons m ght be considered to be mnimal risk under
a relative standard so it nmakes a big difference how
you interpret mnimal risk in terns of protecting

human subj ects.

(Slide.)
The next category is mnimzation of risk.
(Slide.)

The federal regulations require that risk
to subjects be mnimzed utilizing procedures which
are consistent with sound research design. | am not
going to get into this now, but sonmetinmes, in sone
cases, you have got a lot of conflict between the
attenpt by the IRBto minimze risk and sound
research design. What cones to mnd immedi ately is
pl acebo controlled clinical trials. You are not
mnimzing the risk utilizing a placebo control in
many circunstances but it may be the best scientific
design so this is a problemthat |IRBs face.

(Slide.)

So how do we minimze risk? Well, there

are a whole lot of things we can do. Certainly the
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study personnel have got to be qualified. W need
to have additional protections for any popul ations
that are vul nerable. W need to substitute
procedures, whenever possible, that have | ess risk
or are going to be perfornmed as part of the
patient's routine care. W need to ensure that

subj ects are appropriately nonitored, and that
adverse events are pronptly reported to the IRB and
t he sponsor.

We certainly heard a | ot about that
relative to the gene therapy problens lately.

Subj ect withdrawal criteria are appropriate and the
timely treatnment plan is in place. | would contend
that the IRB nust ensure that all of these factors
are considered during their review.

(Slide.)

I dentification and assessnent of benefits
associated with research. Wat is the definition of
benefit in a research context? Well, definition of
benefit nmeans that it is a valued or desirable
outcone resulting fromthe research, a direct result
fromthe research. And there are two types of
benefits, direct benefit to the subject, and benefit
to society. Certainly in all research there nust be
benefit to society because after all, the definition
of research is activities designed to increase

general i zabl e know edge. But there is not always
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direct benefit to the subject in research.

(Slide.)

Now after the benefits are identified, and
they are maxim zed to the greatest extent possible
t hrough appropriate protocol design, the | RB engages
In what is referred to as a risk/benefit anal ysis.

(Slide.)

Federal regulations require that risks to
subj ects be reasonabl e, reasonable, in relation to
antici pated benefits, if any, and the inportance of
t he knowl edge that may reasonably be expected to
result. These are interesting words, reasonable and

reasonabl y.

(Slide.)
Now you m ght ask, well, how does an |IRB
performa risk/benefit assessnent. Well, it would

be nice if we had a conputer program we could plug
I n some nunbers on the risk side, sonme nunbers on

t he benefit side and say, okay, it is -- we can
justify the research. That is not the case and it

I S never going to be the case.

(Slide.)

It is much like the every day decisions
that you and I nmake. W go down to the |ocal greasy
spoon for lunch, we take a | ook at the nenu, we say,
"Ckay, what am | going to have for |unch today? Am

| going to have the tuna sal ad?" The risk of the
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tuna sal ad made with water packed al bacore tuna and
no mayo is that it tastes horrible.

(Laughter.)

Benefits: It is healthy. "O do | have
t he cheeseburger and increase ny risk for
cardi ovascul ar disease." That is the risk. The
benefit is nost people |ike cheeseburgers. | guess
fortunately for MDonald's, Burger King, Pizza Hut
and Anerica's cardiol ogi sts nost Anericans nake the
wrong deci sion nost of the tinme but we hope that
IRBs try to nmake the right decision nost of the
tine. So it is a judgnent call.

(Slide.)

86

But not all risk/benefit anal yses are easy.

Sone are very conpl ex.

(Slide.)

For exanple, the Utah artificial heart
experi ment, Decenber 1st, 1982.

(Slide.)

This is WIliam Devries performng the
first inplantation of an artificial heart in Dr.
Barney Clark, a 72 year old dentist suffering from
cardi ac nyopathy. He had a cardi ac output of about
one liter. He was dying. There were no
alternatives. There were no human hearts avail abl e
so they inplanted this artificial heart. He |ived
for 112 days tethered to a |ife support. Then he
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died of nultiple organ failure.

(Slide.)

And et hicists imedi ately began debating
whet her or not the risk/benefit relationship of this
research was appropriate and we do not have tine to
go into all of these issues. | would just sinply
draw your attention to this one. Ws the
ri sk/ benefit relationship acceptable fromthe
I ndi vidual as well as societal perspectives?

The societal perspectives becone a very
| nportant consideration, nuch nore so now t han back
in the early '80s because of such clinical
procedures as xenotranspl antati on.

(Slide.)

Now we need to renmenber in clinical
research, there are not guaranteed benefits. It
woul d be nice if there were guaranteed benefits, but
there sinply are not.

(Slide.)

This is a slide show ng Louis Washkansky
who received the first human to human heart
transpl ant Decenber 15th, 1967. He lived for 17
days.

(Slide.)

Now i f we had stopped heart transplants in
the 1960s when the results were disnmal, we woul d not

have been able to give over 2,300 people | ast year,
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a new heart and a new lease on life. So | think
that I RBs must renenber that.

(Slide.)

Then, of course, | RBs have to perform an
ongoi ng assessnent of research after the research
has begun. That is called nonitoring and conti nuing
review. So you have got to ensure that the
ri sk/ benefit relationship of the research continues
to be justified.

(Slide.)

And, of course, we know that |RBs have been
criticized by federal regulators for not performng
substanti ve and neani ngful continuing review That
Is a major problemfor |RBs.

(Slide.)

| have sone recommendations very briefly.
They are in the report. | amjust going to go
t hrough these very, very quickly. [IRBs need to
performa thorough eval uation of research risks and
they need to also consider risks that do not rise to
the |l evel of harm and they need to ask the
I nvestigator the right questions, and use the
I nvestigator to provide the necessary information
that they need to evaluate the protocol.

(Slide.)

We need nore gui dance concerni ng how we

mesh consideration of risk related to therapy versus
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research. That is not clear. That is probably why
we have 20 page consent docunents these days.

(Slide.)

| nvestigators should be required to
quantify the risks. It is not a requirenment right
now. | do not know how many | RBs actually ask their
I nvestigators to quantify risks, but w thout
quantification, if possible, you have no handl e on
the significance of the risk fromeither the IRB's
perspective or subject's perspective.

(Slide.)

It seens to us that a relative standard of
mnimal risk is appropriate for research involving
conpetent adults. Wereas an absol ute standard with
sone limted relatively may be nore appropriate for
vul nerabl e subj ects, such as children in research.

(Slide.)

And we believe that a mechani sm shoul d
exist for IRBs to share with other review ng | RBs
significant findings which negatively inpact the
ri sk/ benefit relationship of the research. W have
taken it upon ourselves, when we have encountered a
protocol that is a nulticenter protocol that
contains a nunber of significant ethical or
regul atory problens, to contact other |RBs about our
concer ns.

(Slide.)
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We think that there should be nore DSMBs.
They ought to be mandated. | do not know who is
going to pay for them | do not know where we are
going to find qualified people to serve on them but
| RBs need hel p. You cannot expect IRBs to act as
DSMBs. We are not qualified.

(Slide.)

And, finally, the protection of human
subjects is clearly an absolute obligation and it is
an obligation borne by the investigator first, the
institution, the IRB, and the sponsor with
enf orcenent by FDA and OHRP.

(Slide.)

| think it is clear we can and should do
better. Thank you for inviting me and | will return
to the podi um

DR. SHAPIRO. Well, thank you very nuch.

| think we can turn -- whoever is in charge
of the lights, we can turn themup. WMaybe no one is
i n charge of the |ights.

Marjorie, do you want to say anything
before we go to questions from conm ssioners?

DR. SPEERS: NoO.

DI SCUSSI ON W TH COVM SSI ONERS
DR. SHAPI RO. Ckay. Let's now go to

questions and our comments from conm ssi oners.

Al ex, and then Larry.
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PROFESSOR CAPRON: A question of
clarification, Dr. Prentice. You nade the very
| nportant point, at the end as part of your
recommendati ons, that the | RB should contact other
IRBs with information. Have you run into probl ens
wth assertions of the proprietary nature of the
results of research, including the risks or harns, or
di sconforts that turn up?

DR. PRENTICE: No, we have not. As you
know, the regulations allow IRBs to seek
consultation. That consultation can cone from
anywhere, including other IRBs. So we have not had
a problemin contacting other IRBs and sharing sone
of our concerns and asking themto provide us with
their considerations relative to the review of a
pr ot ocol .

It does not nean that they are going to
change their mnds. As a matter of fact, the |ast
time that we had this problem we had a nulticenter
protocol that was already up and running at five
children's hospitals. W felt it was an
| nappropriate protocol. W chose not to approve the
scientific design. W wanted to alter the
scientific design. | was quite surprised that the
| ead center agreed to allow the scientific design to
be altered at our site. W felt that this was an

appropriate thing to do.
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PROFESSOR CAPRON: Are you referring then
I n that recomendati on nunber 5 only to prospective
I ssues? | had taken you to be also referring to
t hi ngs which occur during the course of research,
where adverse events or the failure of an
I ntervention to achieve the results that were
predi cted on the benefit side, would be information
that you would share with other IRBs. Do |
understand that as part of your recomendation?

DR. PRENTICE: | would say it is nore
applied to prospective research. | would think that
t he sponsor, whether that be a pharnmaceuti cal
conpany or NIH, would be -- or a co-op group, would
be in a nmuch better position to discuss those kinds
of issues and share those kinds of findings wth
| RBs as part of the ongoing review of research. So
| amreally referring to the -- at the initial
stages of IRB review, where an IRB is struggling to
decide is this research sonething that should be
appr oved.

DR. SHAPI RO. Thank you.

Larry?

DR. MIKE: | have got a couple of
questions. One is on the exenpted research and the
ot her one is about a consent process.

| assunme that in your institution, your |IRB

I's not the one that decides what is exenpt or not,
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and sonebody else -- sonme adm nistrator does that.
My question is twofold on that. One is that, would
you think it would be better decided by the IRB and,
nunber two, is there a common m sunder st andi ng about
what is exenpt or not fromthe experience from your
si de?

My i nformed consent question is triggered
by your statenent about a conplicated issue
requiring a 20 page inforned consent docunent. W
have heard from others that sone people use sort of
alittle questionnaire to see whet her prospective
subjects really understand that they are getting
I nto and whet her that m ght be a useful nmechanismin
sonme circunstances.

DR. PRENTICE: All right. Let ne address
the first question. | do not think that the IRB
i tself should determ ne whether or not a research
protocol is exenpt. | think that conpetent | RB
staff are perfectly capable of perform ng that
particul ar function.

And, yes, there is a m sconception as to
what is exenmpt. Clearly when | have been on site
visits and reviewed files of exenpt protocols, they
have not been exenpt.

The exenpt categories are problematic in
sone cases. Let nme give you an exanple. Survey

research, no matter how sensitive the survey is, if
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there are no subject identifiers, it is exenpt. Now
| would contend that a sensitive survey invol ving
sexual abuse, al cohol, drug abuse, spousal abuse, et
cetera, even wthout identifiers, contains a
significant psychological risk fromthe first nonent
that the subject opens up the questionnaire bookl et
and encounters that first question but, that is
exenpt. And technically there is no requirenent for
I nfornmed consent.

Qur | RB woul d never exenpt such a protocol.
As a matter of fact, it goes to the full I|RB,
requires full informed consent but perhaps not a
signed consent formfor confidentiality measures.

So | think that the exenpt categories need
to be | ooked at agai n.

As far as your second question on concern
relative to infornmed consent, we have over 1,000
research protocols and we are snmall conpared to
M nnesota or UCLA. It is not practical to
adm nister a witten exam nation to subjects but you
do need to assess conprehension. W ask our
I nvestigators to specify in their application how
they wll assess conprehension.

We have only had two that have used a
witten exam nation. Most of our investigators
question the prospective subjects with regard to

t heir understanding, or they ask the subject to
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reiterate in their own words their understandi ng of
the research, and that is docunented in the record.
That is what we expect our investigators to do.

DR. SHAPI RO. Thank you.

Di ane?
DR. SCOTT-JONES: | have a coupl e of
guestions about research with children. 1In your

recommendati ons you recommend an absol ute standard
for risks in research with children and | agree that
Is very inportant. You also point out to us around
page 9 of your paper that there is a |ot of
anbiguity and conflicting nessages in the guidelines
for research with children, and I would like you to
say a little bit nore about that and say what
standard you think is applied usually in the review
of research with children. |Is it the absolute or
the relative one?

And then ny second question is whether you
have gi ven any thought on research with adol escents
as distinct fromyounger children. Near the end of
adol escence, the individual becones able to consent
for hinself or herself. So have you thought how we
m ght handl e research with adol escents differently
fromresearch with children?

DR. PRENTICE: Let nme begin with the first
part of your question.

As you know, the regul ations provide
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additional protections for children as part of
subpart D and there are four categories of research
I n subpart D. There is 404, 405, 406 and 407.

404 is research not involving nore than
mnimal risk, and it is real easy to satisfy the
requirenents if the research involves no nore than
m nimal risk assum ng that you are correctly
I nterpreting and applying that standard.

The 405 category requires direct benefit to
the individual subjects. So you can have greater
than mnimal risk but direct benefit to individual
subj ects and the requirenents are also easy to
sati sfy.

It is when you have nore than m nimal risk,
no direct benefit to the child, that is 406. And
then you have four requirenents that nust be net.
And the first requirenent, which is related to
mnimal risk, is there cannot be nore than a m nor
I ncrease over mnimal risk. Wat is -- first of
all, what is mnimal risk? Wat is a mnor increase
over mnimal risk?

| have reviewed protocols involving
pedi atric research where investigators and | RBs have
classified the research as mnimal risk, no direct
benefit, and clearly it is greater than m niml risk
and no prospect of direct benefit and it could not

qualify under 406. They do not understand Subpart
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D. They are not capable of interpreting Subpart D
and they are not given sufficient guidance wth
regard to the interpretation of Subpart D.

Per haps you read in the New York Tines

about the fenfluram ne chall enge studies at M.
Sinai. This was a situation where normal kids were
given a | ow nonoam ne diet. They then underwent a
fenfluram ne chal l enge, which is a conpound rel at ed
to Phen/ Fen which was taken off the market. Then
t hey underwent serial blood sanpling in a hospital.

Now t hese were normal controls. QOoviously,
no direct benefit whatsoever. The IRB classified
the protocol as mnimal risk. | would contend that
fasting, hospitalization, |ow nonoam ne diet,
fenfl uram ne chall enge, serial blood sanpling, and
exhausti ve psychol ogi cal and educational testing, is
clearly nore than m niml risk.

So, | nean, that protocol was not
approvabl e under the regul ati ons.

Your coment with regard to research
I nvol ving children versus adol escents. Well,
clearly, as kids develop, they are al so devel opi ng
t heir autonony. They becone nore |ike adults and
| ess i ke children. So although Subpart D would
certainly apply to adol escents, perhaps it would
apply less so than it would to younger children.

DR. SHAPI RO. Yes, Di ane?
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DR. SCOTT-JONES: For the fenfl uram ne
study that you described, could you say a little bit
about what the sanple -- what was the sanple |ike
and was there parental consent?

DR. PRENTICE: The fenfluram ne chall enge
study that was really problematic was the one that
was conducted at M. Sinai and CUNY. And it
I nvol ved ADHD kids with normal controls. And, yes,
there was parental consent for both sanples.

PROFESSOR CAPRON: Was that the study that
I nvol ved the siblings of children?

DR. PRENTICE: That was --

PROFESSOR CAPRON: O was that a separate
st udy?

DR. PRENTICE: That was a second study in a
New York Psychiatric Institution. That involved --
they were not ADHD kids. They were kids who were
adj udi cated as del i nquents.

PROFESSOR CAPRON: | thought they were the
si blings who were put at risk because of having a
si bling who had been adj udi cat ed.

DR. PRENTICE: Correct. That is correct.

DR. SHAPI RO. Di ane?

DR. SCOTT-JONES: And were they al so
African Anerican and Puerto Ri can?

DR. PRENTI CE:  Yes.

DR. SHAPIRG  Eric?
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DR. MESLIN. Dr. Prentice, | really enjoyed
readi ng your paper and staff will give you sone
further comments.

| was wondering, in your presentation you
descri bed the process of risk analysis, including
I dentification, and then quantification. But it was
not until your recomendations, that you tal ked
about the acceptability of risk and the judgnents
that IRBs are struggling with, with determ ning
| evel s of risk and what constitutes acceptable and
unacceptable -- while referring to the regul ations
Is admttedly a very difficult place to go, | wonder
I f you could say a bit about how your | RB struggles
wth the nore subjective nature of assessing the
acceptability of a particular level of risk prior to
bal ancing that with sonme description of benefit?

DR. PRENTICE: Let ne preface ny response
to your question by indicating that, in npbst cases,
a risk benefit analysis is not problematic. There
Is not a big issue or a big question about whether
or not the research is approvable. You probably
spend a little bit nore time on subject selection
criteria and the informed consent process than you
do on the risk/benefit assessnent but sonetines it
Is very, very problematic and, you know, we have had
protocols that have been tabled three tines. It has

taken four nonths before they finally get approved
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because of a risk/benefit assessnment issue.

And the only thing I can tell you is that
good people, who sit on IRBs, struggle with these
I ssues. They bring to the table their own
I ndi vi dual knowl edge and expertise and noral val ues
and judgnents. W encourage themto apply this
reasonabl e vol unteer standard and pl ace thensel ves
In a position of the subject. Wuld they
participate in this particular research? Wuld they
accept the risks? And those are the kinds of
di scussions that would go on, on our IRB, for
probl ematic risk/benefit issues.

Utimately, it beconmes a decision that has

to be nade by the IRB. Now, relative to that

decision, | would like to say that we require a two-
thirds majority on our IRB to pass a protocol. The
regulations only require a sinple mgjority. | would

contend that, if you approve a protocol based upon a
sinple majority, there is sonething wong with that
pr ot ocol .

DR. SHAPI RO Al ex?

PROFESSOR CAPRON:  You have at several
poi nts descri bed protocols being approved that you
found problematic or actually an outright departure
fromthe intention of the regulations. | wondered
what the experience and process you have of know ng

about the operations of other IRBs. |[Is this as
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sonmeone who -- in other words, fromyour testinony,
besi des tal king about the University of Nebraska,
are you drawi ng on experience -- extensive
experience in reviewng other IRBs' work as a
consultant or a person who is called in as a peer to
eval uate thenf

DR. PRENTICE: | have been fortunate to
serve as a frequent site visitor on OPRR for cause
conpliance site visits so | have had an opportunity
to review, you know, a lot of IRBs and a | ot of
probl emati c cases that precipitated the for cause
visit in the first place.

| have al so been fortunate to be asked to
be a consultant to review | RBs across the country.
So fromthat perspective, | have gained a | ot of
experience, but relative to the problens that we
have encountered in review ng our own protocols,

t here was one particular protocol involving the
adm ni stration of growth hornone to children with
Tur ner Syndrone.

We felt that protocol was unapprovabl e
because it involved a placebo control which
basically neant that kids with Turner Syndrone were
going to get injected three times a week with saline
for three years. W felt very strongly that that
protocol was not approvabl e under the regul ations

and it was al so not ethical.
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We turned it down. We received a great
deal of pressure fromthe investigator and fromthe
drug conpany who literally wote ne a letter and
basically said, "WlIl, yes, the placebo controls
w |l get benefit because the injection of a placebo
Is a stressor and stressors are known to precipitate
growt h hornone secretion, therefore the kids are
going to grow." | nean that was absolutely
| udi crous.

So we turned it down. A lot of other |RBs
turned it down but | also found out that a
significant nunber of additional |IRBs actually
approved the protocol, including ultimtely the N H,
who -- Jereny Rifkin filed a petition to halt growth
hornmone trials at NIH  Perhaps you renenber that.

And the entire issue of placebo controls in
growt h hornone studi es was anal yzed by a N H panel
and they cane to the opposite conclusion of our |IRB.

We happen to disagree with the NIH s
concl usi on.

That is one exanple. Oher exanples are we
encounter a protocol that has got problens. W find
out what other centers are involved and | know al
t he people that are involved, so | call themup and
| say, "OCkay. | will call UCLA." And | wll say,
"What did you do with this protocol? Did you have

any problens? Did you approve it? D d you consider
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this particular concern or that particular concern?"
So we engage in a dialogue. | amnot suggesting we
do this all the time but we do this occasionally.

| would |ike to see nore of that done.

DR. SHAPI RO. Thank you. O her questions
from conm ssi oners?

Let ne ask -- | have two questions in ny
m nd. One of which you just nentioned as an asi de.
It sounds to ne, fromthe presentatio,n that at the
Uni versity of Nebraska where you are, you have
really a very thoughtful |IRB working very carefully
and diligently on all these issues, which is
wonderful to hear.

| am wonderi ng about how you woul d
characterize the rel ationship between the I RB, which
you are a co-chair, and the investigators. |Is this
one where investigators are glad and happy and
ent husi asti c about the help that you offer on one
side or is it otherw se?

DR. PRENTICE: It is probably all over the
pl ace. There are sone investigators who | ove us,
appreciate us. And there are other investigators
who take ny nanme in vain every day.

| believe that IRBs are really in
partnership with investigators. | do not believe
that we should assune a police role. | do believe

that we should assune a partnership role in that we
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first ask the investigators to nmake the ethical
decisions with regard to how best to protect the
rights and wel fare of human subjects by asking the
ri ght questions.

You get the information, you reviewthe
I nfformati on, you obtain the necessary
clarifications, and if you are satisfied, you
approve the protocol. So what you are doing is, you
are signing on to that protocol. You are sharing
the responsibility with the investigator. So that
Is the nessage that | try to get across to our
I nvesti gators. We are sharing the responsibility
with you.

For the nost part, our investigators are
responsive to that but there are sone who are never
going to be responsive. They are cowboys and they
need to be controlled and that is just the way it
I's. Those kinds of individuals exist everywhere.

DR. SHAPI RO Let nme ask your judgnent on
anot her issue which is -- again it may not be
central but it is a | anguage issue which has at
| east puzzled ne sone.

As you pointed out in your reconmmendation
there is lots of |anguage around that either asks us
to mnimze risk, maxim ze benefits, and as you
clearly understand through your presentation, that

this is not a sinple matter because you are not
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sinmply mnimzing risk or not sinply maxi m zi ng
benefits. You are doing sonething which is |ooking
at both of these things together.

| am wondering whether you think it m ght
be useful to try to search for | anguage which asks
I nvestigators to mnimze risks in sonme sense
subj ect to certain boundary conditions, that is that
t he experiment can go ahead, that there cannot be
nmore than maxi nrum anmount of risk, rather than just
al ways tal king about mnimzing risk by itself,
whi ch seens to ne not really quite to the point.

But maybe | have either m sstated this or
have not been carefully -- have not thoughtfully
consi dered this.

DR. PRENTICE: Well, | think that there is
one thing I did not point out in nmy presentation,
which | think is appropriately enphasized in the
paper, and that is, in clinical research when you
performa risk/benefit assessnent, you have al so got
to consider the alternatives available to the
subject in terns of standard therapy.

We ask our investigators, when they submt
what we refer to as an IRB application, to performa
ri sk/ benefit assessnment of the research conpared to
the risks and benefits associated with standard
t herapi es available to the subject in a nonresearch

cont ext.
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So we think that is a very, very inportant
conponent of a risk/benefit analysis because, if
there is standard therapy available to the
prospective subject that offers a nore favorable
potential outconme, then really it is unethical to
approve that particular research and we spent a
great deal of tine tal king about, well, all right,
what are the risks, what are the benefits of the
research versus what are the risks and what are the
benefits of the known standard therapy.

You know, | do not have an answer that is
really specific to what you are trying to address in
t he question, because there is no magic fornula that
we can utilize to figure out howto do this
properly. It is just a judgnent call and | think
that if I RBs approach this froma very, very
consci entious perspective, and if investigators do
the same, and we work together, then hopefully we
wi Il make the correct decision nost of the tinme, but
not all of the tine.

| can tell you now we have approved
protocols in the past that we would never approve
now, never. W know nore now than we did in the
past .

DR. SHAPI RO. Thank you. Bernie, and then
Carol .

DR LO | want to ask you a question that
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draws on what is, obviously, your very extensive
experience with other IRBs. There has been a | ot of
criticismabout whether I RBs are doing a good job
wth their task of protecting human subjects and a
proposal has been nmade in many quarters to certify

| RBs or | RB nenbers.

Can you give us a rough idea if IRBs had to
pass a reasonable certification test today what
percentage of IRBs, in your view, would pass the
first tinme around?

DR. PRENTICE: That is an interesting
gquestion. First of all, nobody knows how many | RBs
there are in this country. 3,000, 4,000, 5,000. I
do not think anybody has a handle on that. Not even
FDA. They do not know.

| think that -- first of all, let ne talk
about accreditation. As you know, PRIMR is
devel opi ng accreditation standards for | RBs. |
think that is very, very inportant.

Institutions respond to an accreditation
stick. You know, if the Joint Comm ssion is going
to cone in and accredit our hospital and we have to
spend a mllion dollars to get ready, there is no
question we spend the mllion. Al right.

If ALAC is going to cone in and accredit
our animal programand | go to the chancellor and |

say, "Look, you know, we need $100,000 to renovate
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our animal facilities," the noney is there

I mredi ately. |If | go and ask ny chancellor, "I need
two nore | RB staff because they are overworked, they
are overl oaded, and we are very concerned about

doing the job we need to do," the response is not
positive. It is nore positive than it used to be,
considering the events in the last two years, but it
Is still not as positive as it should be.

So | think accreditation is very inportant.

| think certification of |IRB adm nistrators
I's very, very inportant because back in the 1980's,
early 1980's when | started in this business, an |IRB
adm ni strator was a secretary, that is it. They
were paid as a secretary, viewed as a secretary.
That is not the case. |IRB admnistrators are
professionals. They need to be recognized as
prof essionals, paid as professionals and certified
as professionals. That is an ongoi ng process that
ARENA and PRI MR have initiated begi nning next
Cctober in San Diego. So | think that is going to
be a great boon to ensuring adequate protection of
human subj ects.

| do not think that you need to certify IRB
menbers. That is probably going beyond the pale but
| do think that |IRB nenbers need to be trained.

When | go out on site visits, we ask

questions of |IRB nenbers. They do not understand
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the regul ations. They do not know what Subpart D
I's. | have asked pediatricians, who are the
representatives of children on I RBs, "How do you
review a protocol involving children? How do you
apply Subpart D?" Well, they do not know what
Subpart D is.

When you explain the categories, they do
not know what those are.

Now | am not suggesting that that is
uni versal but | am suggesting it is a significant
gap in know edge. That is now being corrected by
mandatory training enacted by NIH as of October 2nd,
which | think is great. That is what we ought to
have. Mandatory training of all investigators.

Probably the best way to protect human
subjects is to ensure that investigators are not
only trained, but they are also, nore inportantly,
sensitized to their absolute obligations.

DR. SHAPI RO. Thank you.

Carol ?

DR. GREIDER: In sone of the material that
| have been reading over the past few nonths, it has
beconme clear that, in addition to protecting human
subj ects, that there is a certain anount of pressure
that IRBs may feel to protect the institution in
sone, perhaps, legal sort of way.

Do you have any coment about whet her t hat
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I S commpn or any other comments?

DR. PRENTICE: Well, first of all, the --
it is not the charge of the IRB to protect the
institution fromliability. However, nost | RBs are
at | east cognizant of legal liabilities associated
wth certain kinds of protocols, and |I do not
di sagree with them bei ng cogni zant .

However, | do not think that should be the
primary focus of their review. I|f they have sone
concerns, they ought to refer their concerns to
| egal counsel .

Certainly we are seeing an increase in the
litigation relative to clinical research. | have
been fortunate to have served as an expert w tness
for a nunber of universities who have been sued for
medi cal mal practice in clinical research cases, that
had regul atory conpliance consi derations. So in
ot her words, the IRB was naned in the conplaint.

| think we are going to see nore of that,
as time goes on, so | think IRBs need to be
cogni zant of the fact that, if they performa
t hor ough conpl ete review according to the
regul ati ons, docunent everything, that is probably
provi ding additional |egal protection for the
institution, and | do not disagree with doing that.
| do, however, disagree with the nountain of

paperwork that we are faced with. By dotting every
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| and crossing every T, it is absolutely enornous.
It takes a great deal of tine.

DR. SHAPI RO Larry?

DR. MIKE: You nentioned in your prepared
tal k “ongoing nonitoring.” Fromwhat we have heard,
that hardly ever goes on, through no fault of
anybody's. Just including -- just not the capacity
to doit. And the information that is provided is
often useless, in the sense that you get a report on
adverse events, but there is no context in the sense
that is that a rare thing or is that common. Can
you comment about that?

DR. PRENTICE: |IRBs are supposed to perform
ongoi ng nonitori ng and probably the nost inportant
aspect of ongoing nonitoring is to ensure that the
ri sks and benefits of the research remain
acceptable. And the occurrence of unexpected
adverse events can influence a risk/benefit
relationship of the research clearly.

There are two ki nds of adverse events.
There are those that occur within the institution
itself. | think that IRBs have to pay particular
attention to those kinds of adverse events because
t hey have got to be responsible for their own
research subjects. And those are not problematic
for nost | RBs.

What is problematic is the nunber of
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external adverse events or IND safety reports that
| RBs get. W are getting about close to 3,000
external adverse event reports per year. UCLA is
getting around 6,000. M nnesota, | know, gets nore
than we do. And |IRBs are supposed to | ook at every
one of these adverse event reports. And we get
adverse event reports that are related, or
unrel ated, or of unknown relationship to the
research, that are serious, not serious, expected,
unexpect ed.

What are we supposed to do with this? There
I's no denom nator. Ckay. There is no nunerator.
We have no data to evaluate that. |RBs cannot act
as DSMBs. We have got to change that system

We use a triage approach to adverse events
that conme in fromthe outside. |If they are not
serious and rel ated, or possibly related and
unexpected, we do not review them But those that
nmeet that category, we ask the investigator to
performa rather |engthy analysis to the best of his
or her ability, give this to the IRB, it is
prescreened by an | RB events -- or an adverse event
subcomm ttee, and then it is sent to the full IRB
for their consideration. That way we can triage the
nunber down to an al nost nanageabl e | evel but we
still recognize the fact that we still do not have

enough data to be, you know, | ooking at these.
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| really think the DSMBs ought to be given
| RBs sunmary reports when they have anal yzed
aggregate data. Gve it to us. Tell us what you
think and then let us act. Do not expect us to act
on every single individual adverse event. That is
not producti ve.

DR. SHAPI RO. Thank you. Any ot her
comment s?

Well, let nme thank you very nuch, not only
for the paper, but for comng here today. Pl ease
gi ve our thanks, also, to your colleague, Professor
Gordon, on this. W really very nmuch appreciate the
effort. Thank you very nmuch for com ng

DR. PRENTI CE: Thank you very nuch.

DR. SHAPIRO. Steve, do you have a final
question?

MR. HOLTZMAN. Can we get a copy of the
slides?

DR. PRENTICE: Sure. You want a copy of
the slides?

MR. HOLTZMAN: Yes, that would be fabul ous.

DR. SHAPIRG If you could just give it to
a nmenber of the staff, we could reproduce it.

DR. PRENTICE: Sure, they are all on
Power Point with the exception of the couple. | can
give you that personally if you want.

DR. SHAPI RO Okay. Thank you. Thank you
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very, very nuch for being here today.
We now want to nove directly into our next
panel .
Marj orie?
PANEL V: PERSPECTI VES OF
OVERSI GHT SYSTEM FROM | RBs
DR. SPEERS:. As our next panel is

assenbling thenselves at the table, let nme just give
a few brief remarks.

We are noving into the two final panels for
today. Both of these panels have been asked to
address the sane issues fromtheir unique
perspectives.

This first panel is conposed of individuals
who are IRB adm nistrators, institutional officials,
or IRB chairs. And in the case of a couple of them
t hey have served maybe previously as an | RB chair,
al t hough, currently they may be an I RB
adm ni strator.

They will be discussing issues, therefore,
related to or fromthe perspective of the IRB or the
I nstitution.

Then we will have a panel after |unch that
w |l be discussing issues fromthe researcher's
perspective where we have several researchers who
wi Il be tal king about the sane issues.

What | asked each of the panelists to do
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they see with the federal oversight system not al
concerns, but to choose what they considered to be
maj or concerns, and also to comment on potentia
sol uti ons and recommendati ons for us.

So now that everyone is assenbled, let ne
I ntroduce them

We have M. Dani el Nelson, who is director
of the Human Research Studi es and Associ ate
Prof essor of Social Medicine and Pediatrics at the
Uni versity of North Carolina-Chapel HIl.

Ms. Moira Keane, who is the director of
Research Subjects' Protection at the University of
M nnesota Health Center.

Dr. Ray Stinson, the Assistant Vice
Presi dent for Research at Wayne State University.

And Dr. Robert Nelson, who is Assistant
Prof essor of Anesthesia and Pediatrics, and director
of Research Regulatory Affairs O fice at the
Children's Hospital of Phil adel phia.

Thank you and wel cone.

CGenerally we just sort of start in the
order of which you are on the agenda and so we w |
do that today and start with M. Nel son.

DANI EL K. NELSON, M S.
DI RECTOR, HUVMAN RESEARCH STUDI ES,
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AND ASSOCI ATE PROFESSOR OF SOCI AL
MEDI CI NE AND PEDI ATRI CS
SCHOOL OF MEDI CI NE
UNI VERSI TY OF NORTH CAROLI NA- CHAPEL HI LL
MR. NELSON: Thank you for the opportunity

to speak to you today. G ven just these few m nutes
to provide our |RB perspectives, | figure | can
either cover a very few issues in sone depth or get
a broad range of issues out on the table, and |
opted for the latter, recogni zing that you are

recei ving conplete papers on sone of these single
topics. So | wll nove fast and be happy to provide
details during the discussion.

(Slide.)

There is a transparency up there that
should match. There are two pages that, hopefully,
you now have in hand.

Let nme start with issues that have been
around for a while.

VWhen | was invited to present here today, |
asked sone col | eagues what they thought the NBAC
shoul d hear, and several of them gave nme the top
quote or sonething along those lines. "The conmmon
rule is a nice idea...but it is, unfortunately, not
reality."

There are overl apping, contradictory

regul ations that |ead to catch-22s and nonsequitors,
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the FDA pointing us in one direction, the HHS in
another. There are sone IRBs that only need to
worry about FDA regul ations, others that work
strictly from HSS regul ati ons.

Those of us, at institutions with diverse research
portfolios, end up trying to serve several masters
and many of us have prom sed, via the assurance
mechani sm to apply HHS regs across the board
regardl ess of funding.

So we are |eft doing nental gymmastics that
really have little to do with protecting human
subjects. It is difficult to argue, | think, that
subj ects receiving a drug in an industry sponsored
study deserve nore or |ess protection, than subjects
recei ving perhaps the sane drug in an N H sponsored
pr ot ocol .

Even nore di sconcerting are | oophol es that
al l ow sone research in sone settings to occur
wi t hout any kind of |IRB oversight or inforned
consent regulations. | believe the DeGette-\Waxman-
Mca bill that is now noving through Congress woul d
be a positive step toward bringing consistency and
cl osing sone of these | oophol es.

Variability is wdespread. |If the
regul atory di screpancies | have just nentioned are
not enough, the regs thensel ves are vague enough,

that two reasonabl e people can conme up with
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differing interpretations, and we have many nore
than two people, and not all of them are reasonable.

Sone of this is sinply the nature of the
beast, wth as nmany people and as many institutions
and as many studies as we have trying to apply and
I nterpret, but sone of it relates to the |ack of
standards and the difference in abilities and
resources. Clearly not all IRBs are created equal.

There are now several initiatives to start
to bring sone | evel of standardization. | have been
I nvol ved, and have been fortunate to be involved at
the national level, with the ongoing initiatives out
of ARENA and PRIMR to establish accreditation of
Institutions and certification of individuals. |
woul d be happy to discuss that |ater.

Conflict of interest has al so been around
for along tine. It is inherent to the process. |
think I should have struck the word "clinical"
there. It is inherent to research in general. It
Is also a nature of the beast sort of scenario.

Certainly any tinme a physician enrolls a
patient into a trial, there is a built in inherent
conflict of interest, and the increasingly |arge
amounts of noney only add additional -- another
| ayer of conflict.

There are questions regardi ng di scl osure,

whet her to institutions, to IRBs, to patients, and
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there are questions regarding institutional handling
of funds fromclinical trials. dinical trials nore
and nore are being conducted in nontraditional
settings, where the physician serves as an

I nvestigator, serves as institution, and what | nean
by that is, increasingly there is no institution, so
It becones sonewhat neani ngless to tal k about

I nstitutional managenent of the conflict of interest
because the physician and the investigator and the

I nstitution my be one.

Therapeuti c m sconception. | know from
your materials and fromthe discussion yesterday
that you already have a good feel for this and have
spent tinme discussing it so |l wll not waste tine
today or insult you by defining it further. Just
l et me say that we at UNC, Larry Churchill and Nancy
King and | and others in our departnent spend a
great deal of tinme thinking about this. W
recognize it as a problemand |I do not think they
would forgive ne if | did not, at least, list it as
sonet hing | RBs shoul d be concerned with. There are
anpl e opportunities in this research process for the
blurring of obligations and for the blurring of
expect ati ons.

Pre-1RB scientific review. There are those
that argue that review of the science is not our

job. It is certainly not our primary reason for
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exi stence, but solid science is integral to that
ri sk/ benefit cal culus that you just heard about from
Ernie Prentice.

Et hi ci sts, perhaps sone of you around this
table, are fond of saying that "Bad science is
unet hical science." Here, too, there is variability
In the type and depth of review that occurs. The
IRB is admttedly not constructed as a nerit review
panel but far too often we are serving as the only
body ot her than the investigator or the sponsor to
exam ne the study design and ot her issues.

Conpensation for research related injury
has been around for a while. Just let ne say that
this is an area where our ethical obilgations to do
right, by the people who volunteer their tinme and
their bodies, seens to be in conflict with
Institutional policies and with the regul atory
requi rements that currently exist.

| RB as default. | have listed two exanpl es
there of clinical scenarios and these truly are
clinical scenarios where, one physician may be
acting in the best interest of one patient, with no
Intent to gather data to conduct research, but there
Is really nobody el se around to oversee this process
and so, just because there is no one else, the I RB
gets handed this task and often gets placed in a

tenuous position with little effect.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

121

There are inpaired |ines of conmunication -
- several questions were raised during the previous
session -- between the | RB and regul atory agenci es,
between the IRB, and here | nean the local site |RB,
and other IRBs review ng the sane study, between the
federal RAC as, just an exanple of another external
body from which we could benefit, and from DSMBs who
are in a nuch better position to do what IRBs are
very poorly equi pped to do.

And that is to deal with adverse event
reporting. |t has already been di scussed.

(Slide.)

| think the fastest way to sunmmari ze this,
frommny perspective, is to |leave you with this
ment al picture.

You do not have a copy of this but this
portrays the ancient Indian parable of the six blind
men who set out to describe the el ephant, and
dependi ng on which part of the el ephant they feel,
they get a nuch different picture. O course, the
one feeling the tail describes a rope; the one
feeling the |l eg describes a tree and so on.

In this picture, the elephant in ny m nd,
represents the aggregate gl obal adverse event
experience across a clinical trial, and I would
suggest that |local IRBs are just about as well

equi pped as these six blind nen of India, in having
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a realistic picture of what is going with the trial
as a whole and, in fact, beyond sinply adverse event
reporting. | think this analogy could be drawn
across the clinical trial interplays which now takes
pl ace across nmany nore sites than the regul ations
initially antici pated.

(Slide.)

These are evolving issues. | would just
note that this is a nmuch shorter list and nmy point
here is that these problens did not start wth Duke.
They did not start with Jesse Gel singer despite the
media's rather recent discovery of the |RB world.
Most of these issues have been around for a | ong

time and we have been grappling with themfor a | ong

time.

G owm ng workloads. | guess this is an old
| ssue but increasingly an evolving issue. | had a
graph along that I will not show in the interest of

time showi ng our |ocal volume but just suffice to
say that our volune and that of institutions around
the country are going up and up and up with no end
In sight. That is a positive reflection of the
amount of work being conducted but grappling with
that we are now up to four boards just wth our

bi omedi cal oversight neeting once a week to handl e
the volunme that we have at UNC

The conplexity is also increasing. New
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technol ogy is bringing new chall enges and you are
very famliar with those.

Evolution of the clinical trials
enterprise. | have nentioned sone of that. Mre
and nore research is mgrating out of the academc
medi cal centers, the traditional setting, into
nontraditional settings, and so we have a
mul ticenter world into which we are trying to inpose
single site regulations that were devel oped for a
much different tine.

| amin favor of some efforts to be nore
I nnovative and i magi native in centralizing review
but how do we do that w thout | osing the | ocal
perspective? And here | would just like to nention
t hat when we discuss this commonly, the focus is on
sensitivity to comunity norns, conmunity standards
wth an eye towards the subjects.

And clearly that is very inportant but
sonething that is often overl ooked and | think
perhaps just as inportant in overseeing this process
iIs a feel for the capabilities and perhaps the
proclivities of our local investigators. | can
guarantee you that | have a nuch better feel for
what our investigators are up to than a central |IRB
across the country could ever be by reviewi ng the
medi cal |icense and the CV, which is about the

extent of interaction with the investigators
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conducting a study.

Evol ution of IRB work as a profession. As
you just heard, running IRBs is sonething that has
evol ved froma process that was dunped on a personal
secretary of whoever happened to be dunb enough to
take the chair a few years ago, to then becom ng
part of an adm nistrator's job, to then all of an
adm nistrator's job, to nowreally a profession with
a career with faculty |l evel appointnents at sone
I nstitutions, our's included, follow ng nationw de
searches. Sonme of us at this table are now getting
calls from professional head hunters |ike m ght go
after CEGs, which is perhaps not inappropriate with
budgets in this area growng over a mllion dollars
In sone institutions, with large staffs to manage,
and | arge responsibilities considering that the work
may i nfluence the subjects' lives and well being,
not to nention several hundred mllion dollars of
grant funding, which is inportant at the
I nstitutional |evel.

Mandat es wi t hout standards and w t hout
resources. The mandates that are com ng out are
good. They are needed but we have very little
gui dance on how to actually apply them what is
expected, and even | ess resources. The unfunded
mandate is the fear of | RBs across the country.

Let nme finally conbine the last two in the
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Interest of tinme. A shifting enphasis from
protection to conpliance and yet another report. In
the last two years there have been eight to ten
reports and you are wor ki ng on anot her one, and |
encourage you to conplete that task, and an equal
nunber of very public shut downs.

It is nowto the point when | give a talk I
can usually pick up the norning newspaper and have
It as a prop to use during the talk so | was not
surprised but | also was not happy on the plane

yesterday to grab the USA Today and the front page

headlines read "Clinical Trials Halted, Feds Say

t hat Cancer Study Endangered Patients,” and anot her
I nstitution has been shut down.

Now | shoul d hasten to point out that |
agree with the findings of many of these reports,
nost of them accurately describe the system |
agree with the need to probably go out and shut down
sone of these institutions not only to correct
problens at that site but to get the attention of
the rest of the world, which has certainly been
occurring.

However, | think we need to renenber that
conpliance is sinply a neans to the end. The
I nportant end is the protection of subjects and it
I's sonething we are in danger of overl ooking as we

worry -- as institutions are scranbling to dot the
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|'"s and cross the T's.
Thanks for your attention.
DR. SHAPI RO. Thank you very nuch. | think
If there are any clarifying questions we could take
themnow If not, | would ask people to hold their
questions until everyone has nade a presentation.
Any clarifying questions?
Okay. Let's nove on. | believe, M.
Keane, you are next.
MO RA A. KEANE, M A.,
DI RECTOR, RESEARCH SUBJECTS' PROTECTI ON PROGRAM
| RB/ 1 ACUC, UNI VERSI TY OF M NNESOTA HEALTH CENTER
M5. KEANE: Thank you.

| amgoing to, | think, reflect sone of the
comments that Dan has made and | think that you w |
see a common thene as we approach sone of the issues
and concerns because we are seeing a kind of
nationalization or globalization, if you will, of
sone of the issues facing |IRBs.

We are operating right now under a clinmate
of distrust. And | amgoing to focus ny comments on
four sections. Conpeting expectations, conflicting
comm tnents, culture change that is necessary and
conmuni cati on.

First of all -- and | am not going to
bel abor it. The climate of distrust is well known

to this group. Congress does not trust the
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agencies. The agencies do not trust |RBs.

| nvestigators are not trusting IRBs. And forenost
I n our mnds should be the fact that the public is
al so distrusting the system They are very
concerned that there is not an infrastructure in
pl ace to protect their interests in the research
partici pation.

It is critical for us to restore that trust
and | am hopeful that the report that cones from
this group will help nove that trust al ong.

First of all, with conpeting expectations.
| RBs are charged with assuring that plans are in
pl ace for protecting the rights and wel fare of
subjects. This is distinct fromassuring that the
subj ects are protected during the course of the
research project but I RBs are being held accountable
for that protection.

The actual protection occurs at the
bedside. It is the responsibility of the researcher
who is present during the course of the research.

Qur focus for reformshould include the
researcher role in this constellation so we should
not just focus on the IRB staff or on the IRB
menber shi p. Now t hat shoul d not dim nish the
role that the IRB should play but we need to be sure
that we are focusing on the researcher.

Further conpeting expectations: W have
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had a focus on accountability and docunentation
rather than on the responsibility and the
verification conmponent. | think Ernie alluded to
this earlier when he nentioned nonitoring as an
essential conponent. There is trenendous
conpetition between research goals and econom c

I ncentives that have changed the altruistic goal of
research as a benefit to humankind into research as
a source of profit for institutions, researchers and
sponsors.

This has led to inposition of escal ating
agency expectations, inposing unfunded and often
burdensone nmandates for IRBs with little regard for
t he nmeasurenent of whether the new mandates actually
add to the enhancenment of protection.

| would cite an exanple here of the
assurance process. The nultiple project assurance
and the Byzantine system of single project
assurances are a hindrance to nost |IRBs and do not,
in fact, | believe add nuch neasure of protection
for the individuals who are participating in the
research projects.

I nstitutions expect that a system of
volunteers with neager staff are know edgeabl e and
ever vigilant when, in fact, there are significant
di sincentives for IRB service at nobst institutions.

Resear cher perceptions of | RBs focus on the



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

129

speed and the need for ease of |IRB review rather
than on the val ue of enhancing protection as a
product of the review

There are conflicting commtnents. The
resource commtnent at all levels in the | RB system
Is wefully inadequate to the task. Federal agency
support has been deficient so that they cannot
provi de the necessary gui dance and education t hat
| RBs need.

The recent new initiatives for education of
| RB nenbers and staff are noble and necessary but
there is a danger that in an effort to conply with
this requirenent, especially given the tine limts
| nposed, institutions wll foster inadequate
educational initiatives, which may do little to
| nprove the know edge of regul ations and
responsibilities and may, in fact, delude us into a
sense of conpl acency and confort wth our know edge
and understandi ng of what is necessary to protect
human subj ects.

There are tensions between financi al
pressures to attract lucrative research contracts to
I nstitutions, which fosters an atnosphere where
short cuts and questionable alliances divert our
attention fromthe rules and regul ati ons.

The perceived blurring of Iines between

research experinents and therapeutic interventions
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needs distinctions both for IRBs and for our public
educati on.

We need a culture change. The federal
agenci es nust change. Oversight by the agency
personnel should be constructive and corrective, and
punitive action should be limted only to severe
cases of nonconpli ance.

| say that at the sane tinme | think the
pressure has to continue. W have to hold
Institutional officials to the public comm tnents
and assurances that they have nmade. W thout that
pressure we will not have the reformthat is
necessary.

I nstitutional supports nust be bolstered to
shift our thinking fromthe volunteer role of IRB
service to a full functioning, educated and
pr of essi onal support system

I nstitutions nmust stop paying |ip service
to supporting the IRB function and actually in
spirit and fact support |IRB nenbers and | RB staff.

The focus on nedical research both from
this group and, unfortunately, in nost of our hone
Institutions is really a detrinent to participants
I n behavi oral research projects. The attendant
ri sks in behavioral and social sciences nmay be
harder to neasure but they have far reachi ng and

often lasting effects on participants.
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The bi onedi cal nodel that we have
superi nposed over the behavioral research is
Insufficient to the task of assessing risk in these
ki nds of research projects and we nust have reform
I n those areas.

| want to talk a little bit about
comuni cation. W have m xed nessages fromthe
agencies. They are tough but they do not have
teeth. They have teeth but they cannot hel p us.

We cannot have it both ways. [|IRBs are
reluctant to go to the agencies that are there to
hel p guide them for fear of sanction. W are
reluctant to pick up the phone and call the federal
agencies and ask for their advice on research
projects for fear that it will raise a red flag and
attract undue attention to a process in our
Institution that may not be deficient but nmay appear
to be based on an i nnocent phone call or query.

There is trenmendous pressure to have | RBs
nmove qui ckly through the approval process,
particularly for lucrative clinical trials. The
financial pressures are trenendous. Mich as we try
to insulate our IRBs fromthe know edge of budgetary
constraints mght be in place on a particular
research project, the pressure is there.

We need to work towards a new system t hat

supports researchers and supports a system of
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val idation and verification that, in fact, human
subj ects are being protected.

The rul es and gui dance generated in the
m ddl e of the past Century are not sufficient to
deal with the challenges of current research
initiatives. There are very few sinple clinica
trials anynore.

On ny desk right now we probably have two
or three very |large program project grants that have
been submtted to the federal agencies for funding
t hat involve human research, animl research, gene
transfer, biosafety issues, the whole ganmut.

There is a very conplex matrix of
regul ati ons and requirenents to follow those
projects through to safe conpletion. These are
different kinds of challenges than what we faced
even ten years ago.

Now | have really painted a fairly bl eak
picture of IRBs and | do not want to | eave you with
that. | believe that there is a trenmendous anount
of hope out there in the IRB community. Wth any
kind of crisis we have an opportunity. W have an
opportunity to assess what is working, elimnate
I neffective practices, and enhance effective
progr ans.

| would strongly urge that we have agency

refocusing to guide and correct as a neans of
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reform We need to critically exam ne the practices
t hat enhance protection and di m nish those that add
bur den.

| hope that the agencies wll reach out and
communicate with the field. The suggestion that we
I nclude a citizen | RB advi sory conponent to federal
agency oversight is |ong overdue.

The di strust and negative reports are not
the entire picture.

Headl i nes -- you know, institution in full
conpliance with all research regulation is unlikely

to make the USA Today headline that we could use as

an exanple. That is unfortunate. The nmedia is
| ooki ng for the sensational story. That is not
hel pi ng our public trust our system

But just as with any prevention programit
I's hard to nmeasure and account for our successes.
It is difficult for IRBs to denonstrate precisely
how and when we have protected people but | believe
that the system of protection is better for having
IRBs in place than we would be if we went w thout a
system of oversight at the |ocal |evel.

| am al so pleased to say that | think that
| RB staff and nenbers whom | have had the pleasure
of encountering in nmy work both locally and
nationally are sone of the nost dedicated altruistic

peopl e that | have encountered in ny professional
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work. They truly believe that their work has an
| npact on protecting subjects and that they can nake
a difference.

But we need your help to continue that. W
need your help to continue what works, elimnate our
wast eful practices, and enhance the protection of
the true heroes in this process, and those are the
human participants in our research projects.

Thank you.

DR. SHAPIRO. Once again let ne see if
there are any clarifying questions. W wll cone to
nore general questions |ater on.

Yes, Al ex?

PROFESSOR CAPRON: Coul d you give us an
exanple of the kind of inquiry to a federal office
that would trigger a sense of deficiency where there
was not one present?

M5. KEANE: Yes. | think that especially
I n areas of nonconpliance where an IRB is
gquestioning what should we do if we find out that a
researcher has proceeded with a project wthout
submtting it to the IRB or a researcher has
deviated in a significant way fromthe approved
protocol, how should we handle that. That is not a
nai ve or infrequent question.

And the fact that | would raise the specter

of nonconpliance at an institutional |evel by
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calling a federal agency and asking that question is
sonet hing that does cripple IRB staff and chairs
from proceedi ng.

So we often turn to our coll eagues for
consul tation, which for the nost part can be very
beneficial but it could, in fact, get us in trouble
If we consult with the wong col | eagues.

DR. SHAPI RO. Thank you. Any ot her
clarifying questions?

Ckay. Dr. Stinson?

E. RAY STI NSON, Ph. D.
ASSI STANT VI CE PRESI DENT FOR RESEARCH
WAYNE STATE UNI VERSI TY
DR. STINSON: | amthe Assistant Vice

Presi dent for Research at Wayne State University
where | amresponsible for research adm nistration
and the institution of research conpliance prograns.
Anmong ot hers, these include the Human | nvestigation
Committee and the four IRBs at ny institution.

The adm nistrative staff of 7.5 people and
the chairs of the four IRBs and the Human
| nvestigation Conmttee chair, all faculty nenbers
report to ne for their IRB related activities.

Each of the I RBs consist of approximtely
15 to 20 individuals with two to three community
representatives on each conmttee. Consequently,

approximately 80 people are nenbers of the |IRB at
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Wayne State. More than 1,800 protocols are active
at any one point in tine.

Wayne State is an urban Carnegie One
research institution with approxi mately 32, 000
students. In fiscal year '99 we conducted nore than
$200 million in research funding, approximtely 40
percent of which involved the use of human subjects
as part of the research nethodol ogy.

We conduct research under an MPA t hat
I ncludes all research activities at Wayne State,
ei ght hospitals within the Detroit Medical Center,
and the John Dingle VA hospital. The Detroit
Medi cal Center has approximately 3,000 beds and the
Wayne State University Program for Human Research
Protection covers all of their research activities.

Before I make ny coments, | would like to
t hank you for allowng ne to discuss institutional
concerns regarding the protections of human
subjects. | would like to enphasizes that | wll be
addressing the issue froman institutional
perspective and not specifically froman | RB.
However, | do hope that these two perspectives are
conpati bl e.

At Wayne State, we believe that the four
| RBs are there for the protection of human subjects
and not for the protection of the institution. As

such, many of the activities related to human
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subj ects protection are the responsibilities of the
Institution and not the IRB. For exanple, these

I ncl ude our educational progranms for faculty and
research staff, nmaintenance of our MPA

I nstitutional review of selected research protocols,
and conpliance with institutional, state and federal
policy.

In working with the faculty, research
staff, and specifically nenbers of the IRB, |
constantly enphasize that we |live or die by
conpliance with our MPA, not the Common Rul e.

Wil e the assurance states that we w ||
conduct research in conpliance with 45 CFR 46, it
al so assures that we are in conpliance with 21 CFR
Parts 50 and 56, state laws, and institutional
policies regarding human research protections.

While they and you may think that there is little
difference, | believe that it is critical that we
renmenber and regul arly acknow edge that our

I nstitutional policies go way beyond the requirenent
of the Commobn Rul e.

VWile it is inportant for institutions to
voluntary extend the policies and procedures to
I nclude all subjects in order to nmaintain
credibility with the public and to naintain our
adherence with the principles established in various

I nternati onal codes, many institutions have not
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understood the financial cost of this extension.

Quite often, institutions have used
adequate financial resources associated wth staying
I n conpliance with the Common Rule,i.e. funds
avail able fromindirect costs under A-21, and
attenpting to stretch themto provide for the
protection of all research subjects. This has |ed
to problens in the belief that academ c institutions
are not providing adequate financial resources.

It is my contention that academ c
I nstitutions are providing adequate fi nanci al
resources for extending the principles of the Conmon
Rul e. However, many of them are not providing
adequate financial resources for extending these
principles of other Coormon Rule to all human
research being conducted at their institutions.
Under st andi ng and conmmuni cating the inportance of
this extension and the financial costs associ ated
wth the institutional decision is a major flaw of
many institutional prograns.

For the remai nder of ny discussion | would
li ke to enphasize how research, particularly
clinical research, has changed since 45 CFR 46 were
pr opagat ed.

Thi s change in how we conduct clinical
research has made it difficult for academc

Institutions to stay in conpliance with their MPA
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| believe that these can be grouped into five
categories. The difficulties in identifying the
institution, the difficulties in identifying the
researchers, the difficulties in identifying what is
research, the difficulties in identifying the
research subjects, and finally the difficulties in

I dentifying the community.

Whil e the conmi ssion has spent tine in
di scussing the difficulties in identifying what is
research and in identifying the research subjects,
specifically as it relates to genetics, | would Iike
to spend ny tinme discussing howdifficult it is to
identify the institution and the researchers in a
research protocol. If tinme allows, | wll discuss
the problems in identifying the community in which
the research i s conduct ed.

Unl i ke when 45 CFR 46 was originally
propagated, institutions as defined by the Comon
Rule are really nultiple institutions with shared
goals that are acting as a single research
organi zation. For exanple, the Wayne State MPA
covers all behavioral and health related research
for ten separate institutions |ocated wthin
Sout heast M chigan. While this integrated approach
I s advant ageous to health care delivery, the
adm ni strative cost related to maintaining a program

for human research protection is substantial. In
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fact, it is a constant struggle for the Ofice of
the Vice President for Research to even be aware of
new affiliations proposed by affiliated institutions
that may have an effect upon our MPA.

The research paradi gm used when 45 CFR 46
was devel oped i ncluded research conducted by one
I nvestigator, at one institution, and in one
community. Over the years, we have mani pul ated the
regul ati ons to accommpdate the effects of conducting
research at one institution and in one conmmunity to
clinical research conducted by many investigators at
nunmerous institutions and in nultiple |ocations.

However, collectively, we are not efficient
because this duplication of this effort is that the
cannot -- | amsorry. However, collectively, we are
not efficient because many of the other communities
t hroughout the country duplicate the work of our
comm ttee.

The effects of this duplication of effort
Is that institutions cannot or will not prioritize
when approval and oversight is unique to them and
when it can be shared with another |RB.

In addition, the conplexity required to
mai ntai n our conpliance with the Comopn Rul e nmakes
It easy for investigators and institutions to
violate institution policy without deliberate

intent. | will defer to ny colleagues to identify
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the problens with adverse event reporting, |anguages
In the consent form and other areas in which

mul ticenter studies have affected how clinical
research is reviewed and approved by the | ocal |RB.

If requested, | would be willing to provide
addi ti onal exanpl es.

This use of nmulticenter studies is really a
way of decentralizing the research activities. |
would i ke to describe what | believe is the next
wave in this decentralizing approach to conducting
clinical research. These new approaches w || make
It even nore difficult to define the institution and
research staff responsible for conducting clinical
research under an MPA

As part of the diagnostic related group's
mechani sm for reinbursing acadenm c health centers,
research groups are establishing research
affiliation agreenents with individual physicians,
practice plans and health care institutions that
have traditionally not been involved in the research
enterprise.

Each of these relationships individually
can be handl ed under the current Common Rule. For
exanpl e, we could use a single project assurance for
| ndependent investigators, the interinstitutional
agreenents and ot her agreenents provided by OPRR to

extend the definition of the institution and the
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research staff covered by the MPA

However, in the past these have generally
been protocol specific. As part of the disclosure
to the IRB, the investigative teamwould identify
researchers and other institutions that may not be
covered by the MPA The IRBs would alert the
Institution and additional agreenents were signed to
all ow the research to be conducted under the MPA.

Even in today's environnent it is often
difficult to remain in conpliance because of the
various types of agreenents that nmay be necessary
and when they need to be applied. Many of these
agreenents require anendnents to our MPA that are
ti me consum ng.

In the future, investigators would like to
not define who is conducting the research until
after a patient has been identified. For exanple,
the investigator would |ike to treat a patient under
a research protocol because of the advantages of
participation in the protocol. He/she would Iike
the option to include the | ocal physician or health
care provider as a nenber of the investigative team
so that they can conduct sinple blood work, x-rays
or provide certain chenotherapies at the | ocal
| evel .

Because the patient is not known in

advance, the appropriate agreenents cannot be
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negotiated with the physician and/or his or her
Institution in a tinmely fashion so that the patient
can be treated on a particul ar protocol.

Wiile it may nake sense froma health care
delivery standpoint and it certainly nakes sense
froma rei nbursenment perspective, it wll be a
nightmare and will be extrenely expensive for the
Institution to manage and stay in conpliance with
t he Common Rul e.

Qur Karmanos Conprehensive Cancer Center is
currently negotiating with approximately 50
di fferent groups of individual physicians, practice
pl ans, heal th mai nt enance organi zations and heal th
care institutions for conducting clinical care and
research in this decentralized approach to research.

I f successful, | can assure you that it
woul d be extrenely difficult for us to remain in
conpliance with the Common Rul e because of the
nunber and different types of agreenents that nust
be negoti ated before research that may be part of
clinical care is provided to the patient research
subj ect.

DR. SHAPI RO. Thank you very nuch for those
t houghtful remarks. Again, any clarifying questions
at this nonment?

Dr. Nelson? Thank you.

ROBERT NELSON, M D., Ph.D.
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ASSI STANT PROFESSOR OF ANESTHESI A AND PEDI ATRI CS
DI RECTOR, RESEARCH REGULATORY AFFAI RS OFFI CE,
CHAI R, | NSTI TUTI ONAL REVI EW BOARD,

THE CHI LDREN S HOSPI TAL OF PHI LADELPHI A

DR. NELSON: Thank you for the opportunity

to speak to you this norning about the system of

I nstitutional review boards fromthe perspective of
an IRB chair. Although ny opinions owe nuch to
conversation with others involved in | RB activities,
they are entirely ny owmm. M intent this norning is
to provide a nore general perspective, yet | wll
mention sone specific areas of concern towards the
end of ny renmarks.

There are two i nportant aspects of nmy own
experience that informny point of view First, ny
nmot her-in-law is now four years out fromthe
di agnosi s of pleural nesotheliom, an asbestos
related cancer of the lining of the lung that is
usually fatal within one or two years of diagnosis.
In 1996, she chose to enter a Phase | trial at the
Uni versity of Pennsylvania involving the
I ntrapleural instillation of a gancyclovir
susceptibility gene using an adenoviral vector,
foll owed by two weeks of the drug gancyclovir. The
results were not dramatic, although the growth of
the tunor appeared to stabilize.

As her synptons worsened, in 1988, she
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decided to enter another Phase |I trial of an
angi ogenesi s inhibitor drug, this tinme at the
Uni versity of California, Los Angel es.

I n conmbi nati on w th chenot herapy, her
synpt ons have resol ved and her tunors have either
di m ni shed or entirely di sappeared. | have her
permssion to tell you that she is very proud of
bei ng patient nunber 14 in the Penn trial and
patient nunber 18 in the UCLA trial.

As you all undoubtedly know, the University
of Pennsylvania programis no |onger in the business
of clinical research. The UCLA program was

prom nently nmentioned in U.S. News and Wirl d Report

| ast year in an article critical of the nedical
research enterprise.

It would be a shame in ny opinion if a few
hi gh profile deaths of participants in clinical
research protocols led both to the false inpression
that research participants are being seriously
I njured on a w despread basis or to the sl ow ng of
t he pace of inportant clinical research.

Second, | ama practicing pediatrician, who
has worked in both neonatal and pediatric intensive
care units. Mich has been witten about the
apparent conflict between the roles of researcher
and physician, often presenting the sinplistic view

that a physician acts in the patient's best interest



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

146

while the clinical researcher values the successful
conpl etion of research over the participant's
wel fare

However, physicians as a whole are prone to
overestimate the benefit and underestimate the ri sk
of a clinical intervention and to suggest unproven
I nterventions based on biological plausibility in
t he absence of efficacy -- all in the pursuit of a
patient's best interest.

One coul d specul ate that the deat hs of
research participants at the Universities of
Pennsyl vani a and Rochester were due to the
| nappropri ate extension of these clinical attitudes
to the research setting, causing the
physi ci an/ researchers to press forward in violation
of preestablished exclusion criteria or while
di scounting procedural conplications.

If the welfare of participants is not a
concern to clinical researchers, how do we explain
the contrast between the exceedingly rare death on a
research protocol due to researcher m stakes or
unanti ci pated adverse events, and the recent
Institute of Medicine estimte of between 50,000 to
90, 000 avoi dabl e deaths due to clinical m stakes?
Being a research partici pant appears to safer than
being a patient.

Recently | was asked to comment on the
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death of an infant that was attributed to the drug
Ci sapride adm nistered as part of a research
protocol. Apparently the consent form was

I naccurate as it msleadingly stated that the drug
was approved for the study indication, that is,
gastroesophageal reflux, while failing to nention
that it was not approved in this age group.

To focus on this m stake, however, is to
m ss the broader context of the indiscrimnate or
off label clinical use of this nmedication which has
led to a far greater nunber of deaths. | suspect
that very few pediatricians informparents that this
drug is not approved for use in infants and young
chil dren.

The inaccurate consent form does underm ne
the trust of potential research participants for the
research process. However, to conclude that
research i s unsafe when conpared to clinical
practice is sinply fal se.

| have had the privilege of serving as a
consultant to three institutions either before or
after they were visited by the OPRR. | believe
Ernie was part of one or two of those visits. Two
of which resulted in highly visible suspensions of
their Multiple Project Assurance.

Al t hough there were inportant procedural

| nadequaci es that needed to be corrected, | am not
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aware of any serious injury or death that resulted
fromthe identified deficiencies in IRB review and
ongoi ng oversi ght.

In fact, | see no apparent relationship
bet ween the performance of | RB review and oversi ght
responsibilities, even if carried out to the letter
of the federal regulations, and the possible
prevention of the highly publicized deaths that have
captured our attention.

Consider with nme two questions. First,
which of the followng IRB activities would have
prevented these deaths? Continuing review, review
of amendnents, review of adverse event, verification
of information from sources other than the
I nvestigator, auditing, or data nonitoring
procedures? These are all I RB responsibilities
according to the Common Rul e.

Second, which of the follow ng recently
announced initiatives would prevent these deat hs:
Cvil financial penalties, auditing of the
consent/reconsent process, clinical trial nonitoring
pl ans for all phases of research, conflict of
I nterest guidelines, or education and training of
key personnel ?

The real issue is not the IRB revi ew
process but how to inpact on investigator behavior.

In nmy opinion, the only suggestion that woul d appear
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to have a positive inpact is education.

There i s no doubt that many IRBs are
under st af fed and overworked. There is no doubt that
many institutions have not provided the necessary
adm nistrative infrastructure for the | RB process,

I nstead relying on voluntary tinme and insufficient
adm ni strative support. In ny opinion, however, the
I nportant work is getting done.

Sone conmm ttees may cut corners in arguably
nonessential areas. For exanple, full commttee
review of the progress report of ongoing protocols
t hat present no problematic issues, full commttee
review of grant applications, as opposed to the
protocol contained in the grant, or review of
I ndi vi dual off site adverse events.

Each of these exanples has a very low yield
with regard to the protection of research
participants. Although the initial OPRR suspensions
were a necessary wake up call for university
adm ni strators and hi ghlighted the inadequacy of
I nstitutional support for the IRB, l|ater
I nvestigations began to focus on procedural
requi renments that arguably have little inpact on the
protection of research participants.

Only recently have guidelines allow ng for
just in tinme review of NIH grant subm ssions and the

use of Data Safety Monitoring Boards attenpted to
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reduce the regul atory burden on I RBs.

However, | am concerned that this shift to
Data Safety Monitoring Boards is not well thought
out, and may underm ne the protection of research
partici pants by focusing primarily on whether the
data reaches a predetermned | evel of statistical
significance rather than on any informtion
pertinent to the wllingness of current participants
to continue in the research, which is the charge to
an | RB.

Meani ngful i nformed consent occurs through
a process of communication that is not reflected in
the witten docunent. Most of us agree that the
docunent is neither necessary nor sufficient for
adequate voluntary and i nfornmed consent.

The I RB could nonitor the quality of
I nfornmed consent but we | ack an adequate tool for
measuring this quality. Assune for the nonent that
we have such a tool. |If an investigator routinely
met a certain threshold reflecting the adequacy of
I nfornmed consent, would we be willing to waive the
requi renent of IRB review of future consent forns as
|l ong as this threshold continued to be net?

We shoul d begin to shift away from an
enphasi s on regul atory conpliance and | RB process
and towards an evaluation of the outconmes of this

process and the ethical behavior we are attenpting
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to i nfluence.

Such a system woul d all ow for nmeani ngf ul
ongoi ng nonitoring in many areas; direct
observations of consent and study interventions;
assessnent of investigator understanding of research
partici pant protections; assessnent of participant
or surrogate understanding of the research, and so
forth.

Research regul ati ons should be data driven.
As | listed before, a nunber of new initiatives have
been proposed by the Departnment of Health and Human
Services. How will we neasure their effectiveness?
What is the baseline against which we will judge any
measur ed change?

One approach would be to fund | RB
denonstration projects at selected institutions to
denonstrate the effectiveness of proposed rul es
prior to nore general inplenmentation.

Personally | am concerned that any shift
away fromthe use of local IRBs will underm ne the
ef fectiveness of our current systemfor protecting
research participants. There are nmany advocates for
t he devel opnent and use of centralized | RB review,
nostly fromindustry and | arge cooperative research
groups.

Admttedly, there are many adm nistrative

problenms that arise in the coordination of nultiple
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| RB reviews and the unjustified degree of
variability anong IRBs in the efficiency and quality
of their review

Al though | amcertainly a | ayperson when it
cones to |l aw enforcenent, |et nme suggest an anal ogy
bet ween the local | RB and community policing. The
| ocal I RB wal ks the beat and knows the nei ghbor hood
in a way that is not available to a central |IRB
The |l ocal I RB can bal ance regul atory conpliance with
a flexible interpretation of the law, forging a
partnership with investigators that ultimtely
serves to protect research participants. Support
for the local IRB may be expensive and
adm ni strative conplex, but crinme will go down.

To take the IRB off the beat and put them
In the station house is not the solution. To renove
any reqgqulatory authority fromthe | ocal |IRB and
place it in the hands of a renote central
adm nistration is not the solution,

| suspect that the effectiveness of advice
froma comunity based police officer is partly
related to the baton and handgun resting at her
si de.

At the risk of pressing the anal ogy too
far, or perhaps of having even started it in the
first place, the decisions and actions of the |ocal

| RB nust be supported by the institutional
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adm nistration, yet with feedback fromthe conmunity
that the IRB is designed to serve; that is, the
peopl e who are research participants.

We have many issues that call for our
attention. The definition of research, investigator
conflicts of interest, recruitnment incentives that
may unduly influence the consent process, ongoing
data nonitoring and preventable research risk, the
devel opnment of neani ngful outconme neasurenents for
| RB review and the ethical conduct of research,
appropriate enpowernent of an | RB to nake necessary
yet unpopul ar deci sions, building a neaningful
culture of protection rather than focusing on sinple
regul atory conpliance, and many other inportant and
vexi ng i ssues that haves been nentioned by ny
col | eagues on this panel or that have cone before
you at ot her neetings.

The fact that we recognize and are engagi ng
these issues is a sign of the health of the IRB
systemand not it's disease. What is needed nowis
| eader shi p gui ded by noral wi sdom and infornmed by a
di spassi onate analysis of the facts.

DR. SHAPI RO. Thank you very nuch and | et
me take this opportunity to thank once again all the
partici pants on the panel. W appreciate your
generosity in taking tine to be here with us today.

Let me now turn to see what questions that
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may arise from nmenbers of the conmm ssion. Any
questions?

Larry?

DR MIKE: For M. Stinson and anybody
el se who wants to comment. On the issue about
decentralized research projects and the nultiple
affiliations, what would you propose be the
I nstitutional response fromthe oversi ght agency,
the federal governnent?

And, also, along those |ines, right now
there is really the office of -- the old Ofice of
Protection from Research Ri sks, and then there are
fundi ng agencies. So is there an appropriate
decentralization at the federal level, too, in terns
of oversight?

And then for Ms. Keane -- well, let nme -- |
better stick to one question at a tine.

DR. SHAPIRO. That is a good idea. Yes.

DR. STINSON: Thank you.

As it relates to the decentralized function
| personally believe that we need to pay particul ar
attention to what we nean by comunity because as we
nove into these extrenely distributed decentralized
systens, it wll be very difficult for us to
under stand what is going on throughout particularly
the State of M chigan.

In our's we are doing projects in the
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Char | eboyd (sic) area, which is probably four or
five hours away. W are doing it up in the UP,
which is a good 10 to 12 hours away. W are doing
It in Wsconsin which is 15 to 17 hours away so |
believe that there are going to have to be sone type
of shared responsibilities fromIRBs fromthe |ocal
| evel when they do exist and they only exist
particularly at health care institutions.

They do not exist w thin mintenance
organi zations or individual physicians and we w ||
have to address that.

| do believe that that has to be at the
institutional level and I find that very difficult
to think that we can inplenent a system where we
have to get sign off by sone type of governnent
agency for that. | think that has to be included
Into a maj or educational programthat would include
t hose i ndividuals know ng about what it nmeans to be
part of research at Wayne State University.

One of the concerns that | do have about
t he educational prograns is we believe that an
educati onal programis for IRB work. My personal
opi nion, the education is -- howit is inplenented
at the local level. So what is acceptable and
approvabl e at Wayne State may not be acceptable and
approvabl e by N H.

What they have in their training prograns
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and how t hey define and what they tell investigators
to do will be exactly the opposite of what shoul d be
done at Wayne State.

So | think we will have to pay particul ar
attention to that educational function.

DR. SHAPIRO. Thank you. Larry, do you
want to ask anot her question?

DR MIKE: Yes. Do you have a formal or
| oose network or association of institutional review
boards because | was struck by your comment that the
feds are the only ones that you can turn to when you
have an issue? And it seens |like -- you know, with
the internet and listservs and et cetera, you could
have best practices kinds of things. That has been
rai sed before.

M5. KEANE: | wll start answering that but
| think I will defer to Skip Nelson. Yes, there is
a network of IRB admi nistrators and we do find
tremendous value in interacting professionally.

The Association for Research -- Applied
Research Ethics National Association, ARENA, which
Is a branch of the PRIMR organi zation, is of
trenmendous hel p and resource to | RBs who feel
I solated. |IRB staff nenbers and comm ttee nenbers
feel as if they are often operating in a vacuum so
that is of trenmendous support.

Ski p, do you want to tal k about the MW RB?
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MR. NELSON: Since 1994 | have been the
coordi nator of an IRB discussion forumon the
I nternet which is currently web based. The URL is
WWW. ncwi r b. org, which stands -- used to stand for
t he Medical College of Wsconsin |IRB, where | no
| onger am |l ocated so nowit is just a nicknane. And
there is now 2,300 people that are nenbers of that.

And it is expressly for sharing that
I nformati on.

Il wll say, though, | think sonetines
people are reluctant to get very sort of down and
dirty about specific protocols in that kind of a
forum because e-mail in many ways is not private and
can be circulated and there is a capability of
havi ng private discussions in password protected
| ocations but by and large e-mail is what nost
peopl e use.

DR. SHAPIRO. M. Stinson, do you have a
comment on this question?

DR STINSON: Yes, | do. It is ny personal
opinion that it would be extrenmely hel pful if
federal agencies that are working with institutions
in ternms of education, in terns of conpliance, would
be separate from any conpliance type issues.

We do that in areas of scientific
m sconduct where we separate the office that nakes

t he deci si on about what the consequences about being
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out of conpliance fromthe person that makes the
judgnent that, in fact, you are out of conpliance.

And | think if we separated that, that it
woul d make it very hel pful and easier for academc
Institutions to approach a federal agency to talk
about an issue when they know that that group is not
going to be the one that is going to be providing
puni shnment .

DR. SHAPI RO. Thank you.

Ber ni e?

DR. LO A nunmber of you commented on the
| nportance of having a |local |IRB presence even in
this new world of nulticenter comunity based
research. Certainly we have heard that senti nent
froma |lot of other people. Could |I ask you to give
sone specific exanples of the sorts of situations
where a | ocal |IRB would have insights that would
make a difference in the protection of hunman
subjects? | would be interested in both an exanple
where the local IRB said, "Yes, it is okay to do it
here even though it could never be done at
Bet hesda," or vice versa, "Even though Harvard
allowed that to go forward, we are not going to
allow it because of -- not just because of variation
but because there is sonething about the institution
or the investigator."

Does it work on that level or is it just
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that we are kind of different?

MR. NELSON: Yes. | think it works on that
|l evel. | think any of us have investigators --
again it is just the nature of the beast. Sonme who
you can | eave on a longer |eash and sone whom you
keep on a shorter leash. It does not nean they
shoul d not be doing research necessarily but they
may not have attention to detail in the sane way
that others, for exanple, mght have.

Atruly centralized nono-IRB set up such as
m ght exist in industry sponsored studies run at
private practices around the country and then run
out of -- are overseen by a central IRB, the extent
of their interaction is typically, as | said,
getting the state nedical |icense and a copy of
their CV, and they say, "Ckay. You know how to do
research.” And that may or may not -- we have a
pretty good feel at |least at a |ocal |level on, as |
said, the capabilities of our investigators.

We al so have exanpl es of stands that we
have taken on nationally run studies that -- not
because of any |local restrictions but just there is
an advantage -- you know, two heads being better
than one. W have seen situations where studies --
the Wonen's Health Initiative is an exanple. It was
approved nationally. A huge -- sorry -- a huge

study involving tens of thousands of wonen.
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They had al ready deposited several mllion
and sone dollars in the UNC bank account when our
| RB got a hold of it and this was before the days of
just in tinme review, and it took sonebody on our |IRB
to say giving unopposed estrogen to wonen with their
uteri still intact is not current standard and they
woul d not allow it to go on at our institution.

That fortunately was a scenari o where that
I nfformati on coul d be passed al ong back to the
central level to NNH in this case, and the whole
Wnen's Health Initiative was redesi gned because of
one nenber on one board happened to raise a
questi on.

So there is sonme strength in nunbers,
guess, is another thing that factors into that.

DR. SHAPIRO: M. Stinson?

DR. STINSON: | mght give an exanple. At
Wayne State we include IRB review for eight other
health care facilities. Three of those are in the
suburbs, the other five are in the netropolitan
ar ea.

The difference in the denographics of that
Is wthin Metropolitan Detroit. The comunity is 80
percent African Anerican whereas in the suburbs it
I's exactly the opposite. 80 percent is Caucasi ans
and other -- particularly Orientals.

And so there is certain research projects
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that we will approve in one particular area or in a
coupl e of cases we have nmade nodifications to the
consent formwhen it is going into a sensitive
group. And so that is an exanple where even within
our | RBs we make decisions that would affect how we
go wth research.

DR. SHAPI RO. Thank you.

Yes, briefly.

M5. KEANE: Very briefly. | want to
enphasi ze that in the behavioral research areas
community tol erance for risks and for access to
certain populations is best understood by the |ocal
| RB and that is an area where | think that the | ocal
flavor is very inportant.

DR. SHAPI RO. Thank you. | have quite a
few conm ssioners on ny list now so try to keep our
questi ons focused.

Ji nf

PROFESSOR CHI LDRESS: This is directed
towards Skip Nel son but | would wel cone any coments
from ot hers.

A nunber of people have proposed Data
Safety Monitoring Boards as at | east a kind of
suppl enment, val uabl e supplenent to the system we
currently have.

Skip, in your remarks on page 4, in a very

conpact sentence, you raise questions about this
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shift not being well thought out and may underm ne
the protection of research participants. | would
like to get you to say a bit nore about that. | am
not quite sure how it underm nes research --
protection of research participants, in part,
because the contrast you draw between Data and
Safety Monitoring Boards, folks mainly on data
reaching a predetermned | evel of statistical
significance, in contrast to information pertinent
to the willingness of current participants to
conti nue in research.

| am not sure how -- and please informne -
- | amnot sure how nmuch information is actually
provided to current research participants as a trial
goes on that would be really pertinent to their
deci sions to continue anyhow so | am not sure that
having a Data and Safety Monitoring Board function
woul d actually in any way underm ne that.

And it seens to ne that given the
| nadequate nonitoring that we frequently hear about
of IRBs in relation to ongoing trials there m ght be
at | east sone value there. So what | would |like to
get you to do is say a bit nore about this one
sent ence.

DR. NELSON: Part of my concern is the
extent to which we have not fully worked out what a

Data Safety Monitoring Board would do in any kind of
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public way. And the variability i nodels could
range sinply froma decision that it crosses a
statistical point to a very careful consideration of
whet her or not adverse events are occurring at a
frequency, even if not reaching statistical
significance, need to inpact on whether the study
conti nues or whether people need to be inforned.

My concern is we have not worked that out
or tal ked about it, or established standards for
t hat .

When I, as IRB chair, as | have started
over the last couple of years, have asked for the
reports of Data Safety Monitoring Boards, | usually
end up getting a letter that says sonething |ike the
Data Safety Monitoring Board has net and deci ded
that the study ought to continue, period. And I
think that is clearly insufficient.

So, | just think we need to think it
t hrough rather than sinply appeal to that board and
then as a black box it wll solve our problens. |
agree with your comments. | think this is
I nfl uenced sonewhat by an article that cane out in
IRB in January/ February that tal ks about the tension
bet ween statistical significance versus whet her
soneone would be willing to remain in a trial even
wth that information.

DR. SHAPIRO. Any other? M. Nel son,
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briefly.

MR. NELSON: Just very briefly. W
recently had a think tank on DSMB-IRB i nteractions
that was held at Duke University and representatives
fromall those comunities and Ernie was there, and
others, and I went into that conference really
aching for DSMB reports to be relayed on because, as
Ski p has al luded, there are mandates com ng out of
Nl H dated June of '98 and June of '99 that first
established DSMBs for multicenter studies and then
I n June of '99 demanded that those aggregate reports
be passed along to | RBs.

| can tell you, and | told NIH at that
conference, and they were surprised to hear it, that
those reports are not being passed al ong. W engage
I n a huge nunber of cooperative trials and rarely
see a DSMB report and when we do it nay be a letter
just that succinct.

The other thing, by the end of this two
think tank I was really di sheartened because havi ng
gone in thinking they can performthe role that we
are poorly equipped to do, by the end of the
conference when the DSMB people told us how t hey
actually operate, it was disheartening to | earn that
they actually consider sonme of their informtion
proprietary or they nmake decisions not to pass

things along to an IRB. So the very group we were
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goi ng to pass the buck along to in sone way was not
feeling free to communicate with us.

DR. SHAPI RO Eric?

DR. CASSELL: A nunber of you tal ked about
how i nportant it is to educate your investigators
and your IRB. Wuld you be nore specific about who
woul d do the educating, how nuch education you are
tal king about, and when it would take place, and who
woul d pay for it?

MR. NELSON: Those are all questions we are
asking with the new NIH nmandate that says go out and
educate but stops at that point. W know we can get
shut down if we are not doing it well enough but we
do not know the answer to many of those questions.

DR CASSELL: Well, then what would you
like?

DR. STINSON: | can nmake a statenment on
that. Really in ny original presentations | had a
section on that and decided to renove all issues of
costs because of tinme factor. Certainly the
educati on program has to be varied and it has to be
consi stent over a long period of tine. It is not a
one time | have taken the course, give ne a
certificate, let nme send that in to N H

Activities change. There has to be nodul es
related to various types of research so it is nmy own

personal opinion that there will be a basic nodul e
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that our investigators wll take and then for those
dealing with selective audiences |ike prisoners,
pediatric patients, there will be additional

nodul es.

In ternms of costs, there is a great deal of
di scussion as it relates to whether we ought to
charge in the direct costs for the IRB review It
IS my opinion that that is detrinmental to our
overal |l efforts because our programis nore than
just IRB review and approval. It is the program
t hat determ nes whet her you have successf ul
I nteraction between the physician and the patient as
It relates to infornmed consent about participating
In the research.

If you are only going to pay for the IRB
review, that is probably all you are going to get.
Everything else is going to be mnimzed. M
personal opinionis it would be far better if we
would include it in that indirect cost and renove
the indirect cost. There is a pool for all of the
conpl i ance i ssues and that needs to be noved out and
out fromunderneath it.

There is currently a cap of 3.5 percent for
adm ni strative costs on the indirect cost pool. So
all regulation and all types of education prograns,
If they are funded by the granting agencies need to

cone out of that.
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My personal opinion is conpliance issues
need to be pulled out of that and we sinply pass
t hose costs on to the granting agencies for that
portion for which they are supporting. So if we are
havi ng an educati on program we ought to be able to
recover that in our indirect costs, not sinply have
that included in a cap with everything else that is
I ncluded within that cap and that includes the
participation of individual physician and health
care professionals as nenbers of the |RB.

3.5 percent is way too low for the
adm ni strative burden that academ c institutions are
asked to adhere to.

DR. NELSON: One quick comment -- the |IRB
chair, in addition to the adm nistrative support.
That is one reason why | think local IRBs are
| nportant because if you renove that you renove a
chair. And I find nost of the effective education |
can acconplish is in the course of discussing design
of protocols and the actual conduct of the research
informally one on one in a case based approach as
opposed to a cl assroom approach.

In terms of funding it, | think we need to
get to the point where that chair position is seen
at a nedical school, for exanple, in the sane way
bei ng dean of students is. You do not find anybody

In the dean's office not having support for tine
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spent in that activity.

DR. SHAPI RO. Thank you. Di ane?

DR. SCOTT-JONES: My question is a follow
up to a comment that Dr. Stinson nade earlier. You
mentioned that it m ght be useful or that you have
on occasion changed a consent formto accommpdate
various popul ation groups and I was wondering if you
could say a little bit nore about that. | can
| magi ne that one obvi ous change woul d be | anguage.
Say if you are in a Spanish speaking community you
m ght need to translate the consent forminto
Spani sh.

But what are sone other kinds of changes
that you m ght see as appropriate that we shoul d
t hi nk about ?

DR. STINSON: There are certainly areas in
groups of people who will not respond to a
requi renent for witten infornmed consent. \Wen |
was at the University of Texas Medical Branch in
Gal veston we had an extrenely | arge Vietnanese
popul ati on who when you put an informed consent in
front of themautomatically rejected it. They did
not ask any questions. They did not want to know
but because of the heritage that they had in terns
of the governnent in having a docunent that a person
signed, they would not discuss anything as it

relates to research if the IRB required witten
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I nfornmed consent. We certainly had issues of
| anguage.

We have a project at Wayne State that is
the interaction between the Arab community and the
African Anerican comunity, and the dial ogues that
have to go on between those two groups, particularly
w thin stores, convenience stores, where one group
happens to generally own nost of those and the other
group is the people who will patroni ze those. And
so we had to nmake sone refinenents to a consent form
to reflect that.

Those were sone areas where we have had to
make sonme changes.

DR. SHAPI RO. Thank you.

DR. STINSON.: Did you understand that? |
saw your eyebrow sort of wi nk there.

DR. SHAPIRO. Are you satisfied, D ane?

DR SCOTT-JONES: Yes. | was not quite
sure what you neant about changi ng consent for the
Arabs and African Anericans in Detroit.

DR, STINSON: Well, in that particular one
It was about the docunentation and the fact that we
were videotaping those interactions. Really what
was happeni ng, we were taking the security caneras,
the filmfromthe security caneras and using that as
research data. And so one group was nuch nore

sensitive about that then the other one.
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DR. SHAPI RO Al ex?

PROFESSOR CAPRON: A comment and a question
for the panel. The comment is that we have heard
from several w tnesses now concerns about | RB access
to and sharing of proprietary information. W have
heard about the relationships to the Data Safety
Monitoring Boards. W have heard about what
I nfformati on com ng out of the partial statistical
anal ysis woul d be conveyed to subjects and | want to
ask quite explicitly that staff begin to devel op
sone responses on these issues.

| think that the latter issue is a
particularly conpl ex one because on the one hand
there is a sense that subjects in research should
have all the information, all the rel evant
I nformation. At the beginning of a research project
we allow the researcher and the IRB to apply sone
ki nd of scientific standard as to what information
Is relevant, the fact that a drug has had certain
adverse consequences in anecdotal use would not
necessarily rise to the |level of saying that there
I's a danger that you ought not to do this, and part
way through a trial the data froma scientific point
of view may be equal |y unprobative, and | think we
need to think about that, and |I hope that the staff
will come up with it.

My question for the panel is about the
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ri sk/ benefit and the risk assessnents, and certainly
a good deal of what you all have said, and |I have
heard you all be quite uniformon this issue of the
| ocal variation and the value of |ocal |RBs based
upon | ocal know edge, and nevertheless | think from
a public point of viewfor a long tine there has
been a sense that it is sonmewhat bothersonme if |RBs
| ook at the sanme trial and sone approve it and sone
do not.

And part of the explanation can be we know
our |ocal comunity, we know their sensitivities, we
know there are investigators here who can handl e
that, at another I RB they do not think the
I nvestigators can handle it.

But what | wanted to get a sense of is do
you think there is any uniformty on the assessnent
of risks? |Is there any resource to which IRBs can
| ook? Sort of an encycl opedia of agreed upon risks
for certain procedures?

| mean, whether it is a blood draw or a CAT
scan or a psychological testing instrunment. Because
I f variation is occurring because | RBs have wildly
different ideas about what at a statistical |evel
the different outcones are fromthe use of different
I nterventions with particular popul ations, that is a
nore bot hersone and maybe even i ndefensible reason

why certain popul ati ons woul d be exposed to research
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and others would not or conversely certain
popul ati ons woul d have access to whatever benefit
cones fromresearch and others would not.

Has the I RB community ever devel oped
anything like that?

MR. NELSON. We are all |ooking at each
ot her wondering who is going to tackle that. In
response to your first comment, if your staff is
going to dive into that, | wll just refer themto
Jereny Sugarman and Rob Kaliff who brought together
this think tank at Duke on the DSMB-IRB i nteractions
and are putting together proceedings fromthat
conf erence.

But the -- along with the issues that | and
everybody el se raised that you have just alluded to,
also on ny list of issues and problens was the
variability that you have also just alluded to, and
it is a problem | think the question is howto
have our cake and eat it, too, to maintain and
preserve that |ocal know edge of custons, of norns,
of patient groups, of investigator groups but yet
have sone nore of a consensus approach to the big
ticket itens.

| do not know that there is a dictionary or
an encyclopedia. | think a positive step was the
relatively recent -- | think it was Novenber of '98

when the expedited review categories |ist was
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expanded with exanples of different categories and
that at |east take a baby step with agreenent,
surprise, surprise, between FDA and DHHS, which was
al so positive, toward identifying and giving us sone
better gui dance than we had rather than just saying
nebul ously defined mnimal risk, go at it, they
started to put sone context there and sone exanpl es.
That has been a positive franmework fromwhich to
make sonme of these decisions.

DR. SHAPIRO. M. Stinson?

MR. STINSON:. | would sinply Iike to nmake
the comment that an IRB is made up of individual
people. Many of those are physicians whose
standards of care differ fromtheir coll eagues. So
you find what is the standard of care within the
Detroit nedical center or particularly Detroit
Receiving is substantially different than what is
acceptable at the Medical College of Georgia where
we happen to have a joint project going.

Because those standards of care vary, also
the perceived risks associated with that vary, and
so you have got professional judgnent comng into
play there. So it may be very difficult, and |
think that is the reason why there has been sone
rel uctance about translating that down to sone
nunbers or sonet hi ng.

DR. SHAPIRO. Dr. Nel son?
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DR. NELSON: To make a distinction, | think
what | hear you asking is all of us could agree
about hopefully the risks of a blood draw. In
di fferent hands bruising may be nore of a risk than
I n other hands and that is where the |ocal variation
m ght cone in. And in the assessnent portion woul d
be whet her we would or woul d not consider that
mnimal risk and there will be variability.

| would hope there is no variability in
sinply the list of what coul d possibly happen.

There woul d be |l ocal variation in the percentages of
that risk which may reflect sone of the differences
that were just referred to and then w der
variability and whether that does or does not
constitute mnimal risk in the assessnent of how

t hat woul d be incorporated within the protocol.

| agree there should not be nuch variation
In just what we mght state are the facts but you
very rapidly devel op variation.

DR. SHAPI RO. Thank you. | want to ask the
commi ssioners who want to still speak to direct one
gquestion at one person and despite the great
resources we have at the end of the table let's not
ask all of them W just cannot get through this
list and we have a schedule to keep to.

Steve, you are next.

MR. HOLTZMAN: Thank you all for your
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testinony. | wll direct it to D. Nel son because |
think he has a broad role in PRI MR and ARENA
relative to us.

We sent out a letter to over 4,000 IRB
chairs in connection with this project to ask them
their thoughts. W have gotten back 11 so far. But
ni ne percent of them nanmely one of them nade the
foll ow ng statenent.

(Laughter.)

DR. SHAPIRC. We may need a DSMB to figure
t hat out.

MR. HOLTZMAN: | will quote fromit. "The
progressive comercialization of nmedical research by
mar ket forces and the corrosive rol e that
phar maceuti cal conpanies play in this process
represent a major threat to the autonony of the
| RBs. "

My question is, is that consistent with
your experience, nunmber one? And, nunber two, if it
I's, thoughts and suggestions to the pharnaceuti cal
I ndustry so we woul d be sonewhat | ess corrosive.

MR. NELSON: \Whet her corrosive or abrasive
or demanding, | am not sure which adjective to use.
But on your first point | think it is great that you
sent out letters. W got our's. | do not know if
we have responded but | guess we are respondi ng by

com ng here today. But | hope you get nore because
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that is very positive that you solicited that input.
| would say that we, and | suspect the vast

majority certainly of institution based | RBs feel

| i ke we have a pretty free hand to take the right

stance and to do our jobs. |In other words, yes,

there is pressure fromindustry.

It is relayed through our investigators who
are told in no uncertain terns, |ook, you need to
hit the ground runni ng because we have an enrol | nent
target and it is going to be hit by such and such a
date, and it mght be a few nonths away. So if your
| RB takes two nonths to get an approval to you, you
m ght as well forget about participating.

Well, that is a pressure that gets
transl ated through the pipeline but | cannot say we
have changed -- we, too, as Ernie said, view our
relationship as a partnership. W like to think we
are facilitating research and helping it go on in
the right way.

We have noved to a weekly I RB neeting
primarily to deal with six hour | RB neetings, which
Is a drain on anybody just to get through the vol une
that we have. But also a secondary aimis to be
nore responsive and to help people hit the ground
runni ng when we can.

| suspect that there are nmany good central

| RBs and | have a great deal of respect for many in
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that community. The independent or commercial |IRB
community. They are closer to being subject to that
ki nd of influence because, in fact, they are a

busi ness, too, and their |ivelihood depends on being
responsive to anot her business entity, the

phar maceuti cal sponsors. And that is not to say

t hey bend over backwards or | et thensel ves be
twisted in knots either but they are nore exposed to
the -- they are vulnerable, if you wll, using
yesterday's tal k.

We have very little direct interaction with
sponsors and we kind of like it that way. W view -
- we hold our investigators responsible and | et them
know that they are responsible at the |l ocal |evel
and one way of doing that is to ensure that
communi cations flow in between -- flow through the
I nvestigator from sponsor to | RB and back in the
other direction, and it keeps themin the | oop and
|l ets -- sends a nessage that they are in the
driver's seat.

When | have directly conmmunicated with
sponsors it usually is not a happy experience for
ei ther of us because they have different goals in
mnd than we do. | think there is a lot for cross
talk there and cross education as to nutual needs
and obligations and expectations. How to acconplish

that, | amnot sure, but there is sone tension
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there. W are viewed as the bad guys.

| ncreasi ngly, however, there are other
parts of the bureaucratic systemin place at
certainly large institutions in addition to just the
IRB. We are no |onger the only whipping boy in
town. There are offices of contracts and grants or
of fices of research services that, in fact, take
| onger to work through the systemthan the | RB often
does these days.

DR. SHAPI RO. Thank you. Trish?

PROFESSOR BACKLAR: | would like to thank
you all for comng. It is very edifying for us to
have this discussion. | actually want to go back to

sonething that Dr. Stinson said and | am not certain
t hat you answered a problemthat you brought up,

whi ch was a community of people who were afraid to
sign the informed consent form

| am wondering how you dealt with that?

DR, STINSON: Well, under the regqgulations
the IRB can wai ve infornmed consent or the
docunentati on of informed consent. So in that
particul ar case what we did was that we did have an
I ndi vi dual who participated in the infornmed consent
process with the investigator and with the research
subject. That individual had to be -- in this
particul ar case it was Vi et nanese and understand the

Vi et nanese | anguage, and they docunented that the
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I ndi vidual actually did give consent to participate
in the project. So it was the observer that
docunented i nfornmed consent, not the research
subject. The research subject woul d never have been
wlling to have partici pated.

PROFESSOR BACKLAR: Thank you.

DR. SHAPI RO. Thank you. Larry, you have
the | ast question?

DR. MIKE:  No.

DR. SHAPIRO. Marjorie?

DR. SPEERS: This question is either for
Dan or for Moira.

Very often when we talk about this issue of
| ocal 1 RB review versus a central IRB review we
think of it in terms of the nultisite clinical
trials and so we think of it in terms of the -- of
| RBs t hroughout the country, you know, and a tri al
bei ng conducted in many different places.

The issue cones up also in the | ocal
setting where even within your own setting there
could be five or seven or 42 | RBs that are | ooking
at the same research study. And when we are talking
about nmultiple IRBs in the sane |local area, in the
sanme community, |ooking at the sane study, then sone
of the argunents for local IRB, | think, seemto
break down.

And so | would like to hear one of you
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comment on this issue when what we are tal ki ng about
are nultiple IRB reviews occurring within the sane
conmuni ty.

M5. KEANE: | w il take a quick stab at
that. | think we have two | evels of concern here.
One is local IRB review based on a conmunity
standard and under standi ng of the tol erance of
participants for a certain project. The other is
the standard of the IRB and not every IRB is as
sophi sticated or equal to the task. So even in a
fairly small community area you could have varying
degrees of capacity to review a project
appropriately.

| do support sonme kind of neighborhood
col |l aboration, if possible, to try to reduce the
nunber of |local IRB reviews that are necessary to
satisfy a bureaucratic requirenent. | think we have
to ook at that very carefully and decide how we are
goi ng to balance institutional risk and subject risk
I n that equation.

DR. SHAPI RO. Thank you. A comment ?

MR. NELSON: Just very briefly. There are
mechani sns under the current regul ati ons and
hopeful Iy under the future regulation that provide
sonme sharing of some cooperative review. The first
time this canme to our attention at UNC was when,

Marjorie, yourself, brought it to our attention when
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you were at the CDC and we entered a cooperative
review agreenment with a coll aborative study that
I nvol ved both institutions.

Certainly closer to hone we have been
I ncreasingly using that nmechanism W do a |ot of
sharing of resources and investigations that take
pl ace at Duke at our institution. They are getting
better all the tine and we are interested in
deferring to them when we can and vi ce versa,
dependi ng on the locus of the activity and the
nature of the activity.

At sonme point deferring -- | do not know
that that goes on a lot. | do not know that every
Institution is aware that that exists. And sone
I nstitutions -- because it does get back to the
protecting the institution part of what we do. |
think certainly our primary role inlife is to
protect the subject but when we do that by default
we start protecting investigators and institutions.

And university counsels like to keep things
close to hone for that sort of reason.

So there are sone barriers to everybody
sharing review even in the sane nei ghborhood but
there are mechani sns there.

DR. SHAPI RO. Thank you. Once again | want
to thank all of you for taking the tine to be here

today. | very nuch enjoyed. Your comments were
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very hel pful to us. So thank you very nuch.

For the comm ssion we wi |l adjourn now and
reassenble at 1:30. Thank you very nuch.

(Wher eupon, at 12:27 p.m, a |luncheon

recess was taken.)
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AFTERNOON SESSI ON
PANEL VI: PERSPECTI VES OF THE OVERSI GHT
SYSTEM FROM RESEARCHERS
DR. SHAPIRO. W are mssing a few

conmmi ssioners here but | would like to get started.
Once again | want to thank all the panelists for
com ng here and sharing their thoughts with us. W
very nmuch appreciate the tinme you have taken to be
her e.

Before turning to the panel, Marjorie, is
there anything you would like to say before
I nt roduci ng the panel ?

DR. SPEERS: | would |ike wel conme our
panelists for this panel which will be |ooking at
perspectives of the oversight systemfromthe
researcher's perspective.

This panel is conprised of four clinical
researchers and just to rem nd the comm ssi oners
that you have heard from ot her researchers,
particularly researchers fromthe social sciences
and sonme of the issues that they have with the
oversight systemand the I RB system and today you
w ||l be hearing about issues and concerns
specifically related to clinical research,
bi omedi cal research.

Let nme introduce our panelists. The first

I's Dr. Susan Murphy, who is professor of pediatrics
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at Northwestern University School of Medicine, and
she is also chair of the Pediatric Oncol ogy G oup.

Second is Dr. WIliam Burman, who is an
attendi ng physician at the Denver Departnent of
Publ i c Heal th.

Third is Dr. Monica Farley, who is
prof essor of nedicine at Enory University, School of
Medi ci ne, and on the staff at the Atlanta VA Medi cal
Center.

And our fourth is Dr. Sanuel Wells, who is
director of clinical trials and evidence-based
medi ci ne for the Anerican Coll ege of Surgeons.

Vel cone.

We woul d ask each of you to nake your
openi ng remarks and after you have done that then we
will open it for questions and discussion with the
comm ssi oner s.

Dr. Murphy, would you |ike to begin?

SHARON B. MURPHY, M D.,
PROFESSOR OF PEDI ATRI CS
NORTHWESTERN UNI VERSI TY SCHOOL OF NMEDI Cl NE
DR MURPHY: If | may, | just want to

clarify. M nane is Sharon Mirphy.
DR. SPEERS: Oh, | am sorry.
DR. MURPHY: That is all right.
DR. SHAPI RO.  Sharon.
DR. MJURPHY: Yes.
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opportunity to present the testinony to you today on

a nunber of issues relating to ethical and policy

matters regardi ng oversight of human subjects.

| want to share a nunber of concerns with

you and provide a few suggestions but first, if |

may, | want to give you sone nore personal

background to provide you with a better idea of

where | am com ng from

| ama clinical pediatric oncol ogist and |

amtestifying before you today fromthe point of

view of a clinical cancer researcher. M research

subj ects, therefore, are not healthy vol unteers.

| ead al so a busy hospital based subspecialty

di vi sion of hematol ogy and oncol ogy at the | argest

children's hospital in Chicago where we currently

have 61 open | RB approved protocols and we are

enrolling approximately 50 to 60 percent of our

eligible patients on clinical trials.

For the | ast eight years | have al so been

privileged to serve as chair of the pediatric

oncol ogy group, an NCI sponsored cooperative

oncology clinical trials group, which annually

enrolls over 1,800 children and adol escents with all

forms of pediatric malignancies on two therapeutic

trials, as well as hundreds nore annually on

bi ol ogi ¢ studi es of transl ational

research,
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correl ative science and cancer control and
epi dem ol ogy.

The Pediatric Oncology G oup, just to tell
you a bit about it, we have over 100 nenber
I nstitutions and over 2,000 individual professionals
I n our group. And we have recently joined with
three other groups, the Children's Cancer G oup,
National WIns' Tunor Study G oup and the |Intergroup
Rhabdonyosar coma Study G oup, roughly doubling our
size and nerging all of the pediatric clinical
cancer trials groups into one. We have
christened this baby COG the Children's Oncol ogy
G oup.

Wth the nmerger, our nenbers are
responsi bl e for nost of the cancer care delivered to
children and adol escents throughout the entire
United States, Canada, Australia, New Zeal and and
Sw tzerl and, and we conduct nearly all of the
pedi atric cancer research in North Aneri ca.

To suppl enent ny presentation | have
provi ded you with witten background materi al
detailing the extensive safeguards we have in place
for protection of human subjects in our oncol ogy
clinical trials group. Policies and procedures
which are, of course, in conpliance with all the
ternms of our UlO cooperative agreenent through which

we are funded by NCI and in keeping with the Comon
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Rul e and OPRR and NI H Cui del i nes.

So you can see | am speaking to you today
wth a great deal of famliarity and | ong experience
both as a physician and as a clinical investigator
I nvol ved both in single institution and nultiple
institution trials.

And though | am a pediatrician and deal
wth a particularly vul nerabl e and speci al
popul ati on of research subjects, i.e. children with
cancer, | also have a lot of famliarity with all of
t he NCI sponsored cancer cooperative groups targeted
primarily to adults from nmy experience as chair of
t he cooperative group chairs for NCI and as a
foundi ng nmenber of the Coalition of National Cancer
Cooperative G oups.

Alot of the issues | will touch on
relating to centralized IRBs |ater in ny remarks
actually apply equally well to all other |arge
multi-institutional federally sponsored research
endeavors.

Now in my daily work, | function thus at
the interface, both as a physician and as an
I nvestigator. Indeed, in pediatric oncol ogy the
boundary between research and practice is not a
bright |ine because clinical trials are the standard
of care in our discipline. And the magjority of

children with cancer in this country are enrolled on
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clinical trials.

Arguably, the spectacul ar advances in cure
rates and overall survival for children wth cancer
are the result of this commtnent to clinical
research which characterizes pediatric oncol ogy and
makes us the nodel.

There is quite a bit of evidence that
patients benefit fromparticipation on clinical
trials sinply by being included in a rigorous
research protocol. And there is, furthernore, a
substantial body of evidence that the survival of
children and adol escents with cancer is better when
they are treated on clinical trials conpared to
t hose who are not enrolled on protocols.

Cooperative group trials you have to
under st and under go extensive research to assess each
new protocol concept on a nunber of things. The
| nportance of the question being asked, its
relationship to current standards of care, and the
ri sk/ benefit ratio for the subjects who would
qualify for entry as detailed by the eligibility
criteria for the study before the protocol even gets
to the local IRB or to the potential trial
partici pant.

Qur trials and those of npbst sponsored
groups typically incorporate reference | aboratories

enabl i ng enlightened patient specific biologic
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treatnment stratification and providing the study
subjects with the benefit of the npbst sophisticated
di agnostic and staging practices avail abl e.

Al'l our group clinical trials are revi ewed
not just internally but also externally by the NCI
and by, of course, all of our |ocal nenber
I nstitutional |RBs.

Toxicity is closely nonitored. Adverse
events are reported centrally, interimresults are
scrutinized at intervals by our statisticians and
| ndependent data and safety nonitoring conmttees.
Prot ocol outcones are very carefully analyzed and
reported, and lead to the establishnment of inproved
treatnments and elimnation of ineffective therapies.

So | kind of take offense at the ethical
concept of therapeutic m sconception, which seens to
me at |l east to be an oxynoron. And | do not
under stand why the definition of research
presupposes sone type of harm attached.

In preparation for this testinony | have
really tried to put nyself in your shoes as
conm ssioners and, |ike you, | am deeply concerned
about high profile tragic outconmes and highly
publicized evidence of individual and institutional
failures to adequately protect human subjects and
foll ow accept abl e standards for the conduct of

clinical trials.
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This hurts all of us and destroys the
public trust. Placing pressure on you to expand
protections and enl arge the scope of regul ations.

Si mul t aneously we have all heard Secretary Shal al a
and the Cinton Adm nistration have announced
several new steps to strengthen federal oversight,
policing clinical trials and clinical researchers
and | RBs, even including proposals for civil
nmonetary penalties for violations.

You nust be careful not to issue
recommendati ons which risk strangling the biomedical
research enterprise which woul d have the net effect
of preventing access of patients to potentially life
saving treatnent on trials.

A great deal has been witten about the
crisis in academic nedicine in this country and the
clinical investigator as an endangered speci es on
the brink of extinction.

The climate for research is deteriorating
and | am quite concerned about the chilling and
negative i npact of sanctions and stepped up
enforcenment on our ability to recruit and train and
retain the best and the brightest clinical
I nvestigators, who after all wll be responsible for
the future progress in research.

So | urge you not to throw the baby out

with the bath water and to bear in mnd why it is



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

191

that patients participate on trials. Many suffer
fromconditions for which standard treatnent does
not work and they hope for the chance to try
prom sing treatnents ot herw se unavail able to the
public.

Just witness the intense interest of cancer
patients in participating in trials of
anti angi ogenesi s agents. 1In a recent Harris Poll
surveying public attitudes towards cancer clinical
trials the evidence was overwhel m ng that clinical
trials participants reported positive experiences.
97 percent of trial participants reported that they
were treated with dignity and respect and received
excel |l ent or good quality care believing as well
that by participation they got nore care and
attention and they benefitted both thensel ves and
ot hers.

Now | want to conclude ny remarks with a
di scussion of issues surrounding infornmed consent
and I RBs highlighting the rationale for centralized
IRBs for nmulti-institutional cooperative group
trials notwi thstanding the previous panel that
advocated for local IRB control. And the issues
that | want to touch on are actually outlined in
much greater detail in the witten materi al
acconpanyi ng ny testinony prepared by coll eagues

fromthe Coalition of National Cancer Cooperative
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Groups.

| believe it has hurt everyone that there
are i nadequacies in local |IRB oversight of clinical
trials but I amnot so sure there is sufficient
appreciation that nost local |IRBs at the present
time are sinply not adequately staffed or supported
to carry out all the tasks they need to nor do they
al ways have sufficient |ocal expertise to ensure
adequat e human subjects protection.

So it seens inconceivable to me how federal
agenci es expect to hold local |IRBs nore accountable
for research results, regulation of conpliance,
conduct of education, sem nars, annual audits of
saf ety protocols, and assurance that inforned
consent i s obtained properly even to the point of
direct third party observation of the process.

What are you thinking?

Add to that the local institutional
attenpts to use I RBs for purposes other than the
protection of human subjects, including enforcenent
of legal or fiscal policies of the local institution
and risk indemification.

Serving on an IRB or, God forbid, chairing
one is a thankless task and it is tinme for
I nvestigators, institutions and | RBs everywhere to
pursue innovative strategies to ease regul atory

burdens w t hout conprom sing human subj ect
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protection. One solution may be centralization of
IRBs for nmulti-institutional trials, which at | east
woul d have the effects of reducing the variance in

| ocal interpretation of regulations and al so cutting
costs of conpliance.

| call your attention to the |ast appendi x
in the witten material submtted to acconpany ny
testinony, which gives you a very careful assessnent
of the institutional resources required to nmaintain
regul atory conpliance to participate in nulti-center
clinical trials.

In there you will find details of the
estimate provided that it costs $2,580 per patient
enrolled on an intergroup cancer trial conducted at
multiple sites to maintain regulatory conpliance
al one, not including any of the costs of actually
conducting the research itself.

So | ask you to carefully consider what
benefits in terms of prevention of harns or wongs
woul d cone from added costs of conpliance with
expansi on of rules and regul ati ons or whet her
I nvestigators or institutions wll sinply quit and
concl ude they cannot afford it or cannot stand it
any | onger.

Lastly, as you prepare your inportant
report on oversight of human research, | would |ike

to voice ny concern regardi ng your draft
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recommendation to extend the definition of human
subj ect research to include such things as

surveill ance, program evaluation, quality

| mprovenent, nedical records review or nedical

noni toring, thus expanding the definition of a

regul ated activity and potentially expanding the
wor k scope and responsibilities of IRBs even further
whil e creating nore bureaucracy.

This strikes nme as a bad idea which wll
surely hanper health services research and hi nder
efforts to neasure and i nprove the quality of
medical care in this country. And it also seens to
me that observation and surveillance of nedical
out cones constitutes good ethical and nedi cal
practice, and provided patient privacy is protected,
presents mnimal or no risk to patients. So why
subj ect such activity to nore regulation? Were is
t he harnt?

In summary, | would really like to thank
you for your attention to the concerns of
researchers like ne and I woul d be pleased to answer
any questions about ny testinony after the other
speakers.

DR. SHAPI RO. Thank you very nuch and |
al so want to thank you for the very extensive
witten material you provided. It is extrenely

hel pful, both the appendices to your work and the
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actual docunent itself, so | want to thank you and
your col | eagues who assisted you in putting that
together. At |east |, speaking for nyself, found
that very, very helpful and it has been distributed
to all nmenbers of the conm ssion.

Now t he way we run the panel, | amjust
going to ask for clarifying questions now and al | ow
your col |l eagues to speak, and then we wll get to
nore general questions.

Larry, a clarifying question?

DR MIKE: Just a clarifying question on
the issue about -- that you had nentioned rel ating
to the therapeutic m sconception and that the
majority of the children enrolled in your trials get
-- are better off than those that are not.

Am | assum ng correctly that you are
dealing with the nost difficult -- in your consortia
you are dealing with the nost difficult cancer cases
for which there often is no effective prevailing
treatnment and if you are not -- if you are talking
about better level of care, are you talking about
not so nmuch the effects of the experinental drug but
all of the care that goes around being enrolled in a
trial?

DR. MJURPHY: Let ne try and clarify. Thank
you for the question.

We conduct Phase | through IV trials, if
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you will. Phase IlIl are the mpjority, are,
therefore, for your “walk in the door” previously
untreated child with any formof | eukema or solid
tunor or brain tunor so they are not the worst
cases. In fact, through research now approxi mately
75 to 85 percent of all children with cancer in al
stages and types are curable.

We al so do Phase I/11 research for patients
who have failed front |ine therapy. Now the other
part of your question had to do with how did we -- |
amsorry -- distinguish the treatnent fromthe
research?

DR MIKE: No. | amcurious about the
statenent that those that are in the clinical trials
get better care than those w thout.

DR. MURPHY: Actually the evidence |
referred to is a substantial body of published work
In pediatrics at least that it is not that they get
better care, they have better survival rates, better
outcomes. We believe the care to be excellent in
the context of clinical trials and what is the
standard of care in our profession, in our
discipline, and |I think you can just point to a
| arge anount of evidence that supports the fact that
patients enrolled on studies in protocols have
better outcones than those who are, in fact, off

study, off protocol in our discipline.
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DR. MIKE: | just want to ask a follow up
question then. |Is that a reflection that it neans
that nost of these clinical trials are successful or
Is that a reflection of sonething el se?

DR. MURPHY: It is interesting to specul ate
what it is due to. | personally think it is a
reflection of the nost nodern, cutting edge, state-
of -the-art conparison usually of [|eading
alternatives that are well ration -- you know, the
rationale is very strong and it contrasts with
sayi ng nonparticipants who nmay be treated with
sonet hing already, for instance, off the shelf or
publ i shed from a decade previously.

We are using nodern approaches and we use a
great deal of discipline in the trial conduct, that
Is to say including as, in your material, audits,
conpl i ance, performance review, toxicity nonitoring
and | think the rigor itself is what contributes to
the better outcone.

DR. SHAPI RO. Thank you. |s there any
other clarifying question? Again | want to give the
panelist time to present.

Di ane?

DR. SCOTT-JONES: | just have a brief
foll ow-up question. So if the outcones are known to
be better, why is it still research and not

treat ment ?
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DR. MURPHY: Well, | suppose the answer is
until we cure 100 percent of our patients we stil
have to inprove things and currently a | ot of our
research focuses on neasuring, for instance, not
just the quantity of survival but also the quality,
attenpts to reduce toxicity, a lot of nodeling
bi ol ogic stratification so that we can tailor the
therapy nore directly to the risks of the rel apse
hazard, for instance, based on enlightened biol ogic
under st andi ng of the causes of cancer and genetic
factors.

So there is plenty of research left to do
I n oncology in pediatrics as well as in, you know,
adul ts. | hope that is clear.

DR. SHAPI RO. Thank you. Dr. Burman?

W LLI AM BURMAN, M D.,
ATTENDI NG PHYSI Cl AN,
DENVER DEPARTMENT OF PUBLI C HEALTH
DR. BURMAN: Thank you. | want to thank

you for the invitation to speak to this conmm ssion.
| ama clinical researcher primarily in H'V and
tubercul osis treatnent. Like nost doctors, | cannot
speak without slides so | have a few here.

(Slide.)

| have personally seen in ny career the
dramatic i nprovenents in clinical care that cone

fromwell conducted clinical trials. | have al so
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seen clinical trials protect us fromtreatnents that
initially | ooked great but did not work and so
finally I amvery concerned as a clinical researcher
about the state of |ocal |RBs.

As a clinical researcher, the current
systemis | aborious, slow and exasperating.
Therefore, | amgrateful for the chance to present
nmy concerns.

Il will also give alittle bit of ny
background because ny remarks and ny concl usi ons
conme very directly fromny background. |
participate as a principal investigator in a nunber
of industry-sponsored trials of new drugs for HV
I nfection and opportunistic illnesses and then |
al so participate in several nulti-center clinical
trials networks. One, the Community Prograns for
Clinical Research on AIDS, sponsored by the NIH, and
anot her, the Tubercul osis Treatnent Consortium
sponsored by the CDC.

And then finally, and I wll direct quite a
few of ny remarks to this, I ama clinical
I nvestigator at an institution whose IRB privil eges
wer e suspended.

(Slide.)

| wanted to point out initially how
concerned we are in ny field about protecting

vul nerabl e patients, and to illustrate that | wll
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just give you the background of the baseline
characteristics of patients enrolled in a recent
| arge tuberculosis treatnent trial.

As you can see, the mnority were whites.
Most were other ethnicities, reflecting the
denogr aphi cs of tuberculosis in the United States.
Many were born outside the United States and Canada.
Most had | ess than a high school education and many
had recently been unenpl oyed, honeless, in jail, and
had significant rates of substance use and daily
al cohol use.

(Slide.)

In the Tubercul osis Treatnent Consortium we
have a comm ttee on human subjects protection, which
| am a nmenber of, and sone of the activities of that
comm ttee have been devel opi ng standard consent form
tenpl ates using sinple | anguage at or below the 8th
grade reading level. Just a hint of the problens
that can cone when doing this is that | have had ny
own | ocal IRB say you cannot use this |anguage, it
I's not our standard, and we have to point out to
themthat their standard reads at the 11.5 reading
| evel , for exanple.

We have also sinplified the so-called short
form which is used per the regulations to consent
patients who do not read, and in nmany cases speak

English. Again | wll say that the OPRR sanple
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consent formthat is on the website reads at the
11t h grade reading |evel.

We are undertaking an initial evaluation of
the effect of local IRB review on consent forns. W
heard sone perceptions fromIRB chairs. | am
Interested in the data. Wat really happens when
consent forns that are approved centrally go to a
| ocal IRB? And then finally we are starting a pil ot
project to have |ocal IRBs cede their oversight to a
central IRB at the CDC.

(Slide.)

In October of 1999, the IRB privil eges at
the University of Col orado Health Sciences Center
wer e suspended. That included there could be no
consi deration of new studies. There could be no
enrol I ment in previously approved federally
sponsored or federally regulated clinical trials.
That was actually quickly expanded to all clinical
trials, period. Actually, all clinical and
epidem ologic trials.

There was to be no further foll ow up of
patients previously enrolled without the witten
exenption fromthe IRB and all of this lasted for
four nonths, and actually | onger because at the end
of four nonths all 2,500 protocols had to be
rerevi ewed, a process which has taken many nonths.

The reasons for the suspension as quoted in
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the letter fromthe FDA included failure to conduct
conti nuing review of ongoing research and failure to
prepare and follow detailed witten procedures for
conducting review of research.

(Slide.)

Let nme just tell you about our IRB, and |
wll say | amnot a nmenber of it, and | am not
reveal ing anything that is not available on the FDA
websi te.

They had approximtely 2,500 open protocols
at the time of the suspension and were considering
approximately 1,000 new protocols per year. All of
this was to be done in 23 neetings of about three
hours each throughout the year, at which tine they
approved approximately 25 protocols per neeting, as
wel | as conducting continuing review and exam nation
of protocol anendnents and review of adverse events.

And then prior to the suspension,

I nterestingly enough, the expectation fromthe
I nstitution was that the volunme of clinical research
woul d double in the next five years.

| listened to the comments of the |IRB
chairs about carefully considering | ocal popul ations
and | amleft with skepticism \Wen does that
happen in a schedule |Iike this?

The bottomline is our | RB was overwhel ned

conpletely. Many other local |IRBs, | suspect nost,
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are in simlar situations.
(Slide.)

Areviewin the Journal of the Anmerican

Medi cal Association in 1996 concl uded that | ocal

| RBs are operating in a pressure cooker atnosphere
and asked whet her they would "expl ode or change."
The response to the crisis in local IRB function has
been clear fromthe regul atory side. W need

I ncreased enforcenent, nake the existing system
work, force institutions to provi de adequate
resources to |local IRBs, but | suggest another
approach is to ask why. Wy are local |RBs

over whel ned?

I think the answer is the ascendance of
multicenter clinical trials. Although it is
difficult to find definitive data, and | wll| say
that the | ack of data about research oversight is
remarkable, and | think there is little doubt that
multicenter clinical trials are the dom nant form of
research i n humans.

One estimate is the nunber of nulticenter
clinical trials increased by 42 percent in just five
years. Another indication is that the recently
devel oped NIH clinical trials website, which lists
federally sponsored nulticenter clinical trials,
currently has a roster of 4,000 ongoing nulticenter

clinical trials.
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The present human subj ects protection was
not devel oped for nulticenter clinical trials, nuch
| ess this volunme of multicenter clinical trials, and
the problens faced by local IRBs as a result of this
expansion, | wll say laudable in ny view, expansion
of multicenter clinical trials are sinply the |arge
nunber of protocols to undergo initial review and
then | said thousands, | should say tens of
t housands of safety reports of serious adverse
events.

Let ne illustrate ny concerns about | ocal
| RB i nvolvenent in nulticenter clinical trials wth
an exanpl e.

(Slide.)

A drug, adefovir. This was a prom sing
nucl eotide drug with activity against -- in vitro
agai nst H'V, several herpes viruses and hepatitis B,
Sso very potentially promsing in patients who are
co-infected with all of those.

Furthernore, in initial trials it could be
given with once daily dosing and was well tol erated
In the short-term

However, when subjected to long term
random zed clinical trials, 17 to 32 percent of
patients devel oped nephrotoxicity. Fortunately
reversible in nearly all of them

On the basis of this toxicity and its
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nodest antiretroviral activity, an FDA advisory
comm ttee recomended agai nst approval and the
conpany withdrew the drug from further devel opnent
for HV treatnent.

So ny summary of this is that the system
wor ked. A prom sing drug was evaluated in well
conduct ed random zed clinical trials. An unexpected
toxicity was identified and handl ed appropriately
but it is inportant to | ook at how this all occurred
wth the |ocal |RBs.

(Slide.)

Nephrotoxicity was identified at the data
centers and the Data Safety Mnitoring Boards of the
random zed trials. After it was identified,

I nvestigators, and | was one, and patients were
promptly infornmed, and | think very well infornmed in
a brief letter fromthe Division of AlDS.

And it is inportant to note that local IRB
review of the tens of thousands of serious adverse
event reports fromthis trial did not detect
adef ovir nephrotoxicity and, in fact, could not
have. It was inpossible because they did not have
the access to the data el enents which woul d make the
eval uation of those adverse event fornms neani ngful,
specifically the denom nator data. How many peopl e
were taking the nedicine. And, secondly, what the

study assignnent was from double blind clinical
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trials.

And so as summari zed by an NI H panel, the
recei pt of data that are neither aggregated nor
I nterpreted does not provide useful information to
the IRBto allow it to nmake an infornmed judgnent on
t he appropriate action to be taken, if any.

(Slide.)

So, in conclusion fromthis exanple, |ocal
| RB review of the thousands of safety reports from
multicenter clinical trials is an exanple of an
unnecessary redundancy in the present system Data
centers and Data Safety Monitoring Boards
appropriately protect patients safety in well
structured nulticenter clinical trials. So |ocal
| RB review of these does not contribute to patient
safety but does contribute to IRB -- the paperwork
crisis of |ocal |RBs.

Are there other redundancies? Like the
previ ous speaker, | wonder if initial IRB review of
multicenter clinical trials provides sonething good.
We have reviewed the experience in our consortium
wth eight recent protocols and found no changes in
protocol because of local IRB review by the 25 sites
I n our consortium

But, furthernore, this review takes tine
and | illustrate that with this slide here. These

are two recent studies done in our consortium which
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has the uni que aspect of being sponsored by the CDC
that there is both a local and a central IRB. As
you can see, the nean tine to approval by the | ocal

| RB approaches four nonths. In sone cases, it was
as long as eight nonths. VWhile the central | RB was
substantially faster with about a three to four week
approval tine.

So it is unclear that local IRB review has
positive effects on protocol but it is clear that
this review del ays research.

Finally, let nme consider consent forns
whi ch shoul d be an indicator of whether the | ocal
IRB is assuring that clinical research is perforned
In a manner fitting to | ocal popul ations.

(Slide.)

The answer from studi es over the |ast 20
years is that nost consent forns approved by | ocal
IRBs are witten at a conpletely inappropriate
level. And | illustrate this with some data froma
study back in 1980, although | could give you
references for studies into the md "90s with the
exact sanme concl usion, which is that nopst consent
fornms are witten at approximately the reading | evel

of the Journal of the American Medi cal Associ ation

rather than at a |l evel which is appropriate to the
patient popul ati on.

So the data suggests that the kind of
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careful custom zing of consent forns to the
characteristics and attitudes of |ocal popul ations
must be uncommon because it is not evident in
studi es that adequately evaluate this.

So in ny outsider's view, |ocal IRBs are
drowning in a sea of paperwork generated by
multicenter clinical trials and a critical review of
the role of local IRBs in the oversight of these
trials suggest that nost of this activity is
redundant and does not contribute to patient safety.

Furthernore, it is clear that local IRB
review of nulticenter clinical trials does introduce
substanti al del ays.

My suggestions for a systemfor the future

w |l echo sone of ny predecessor's comments.
(Slide.)
First, |I think we need streamined initial

ethical review of multicenter clinical trials using
a centralized IRB or a conbination of central and
limted local IRB. And | will just note several
pilot projects in NCI in the Tuberculosis Trials
Consortium eval uating that possibility.

The British have recently published the
initial results of a simlar systemwhich are
certainly mxed but | think are a step in the right
di rection.

| think we need standardi zed consent forns.
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| think that nost of the differences at |ocal |evels
are due to IRB idiosyncracies and not differences in
| ocal popul ati ons.

| think the advantages of standardi zed
consent fornms would be to assure that consent forns
are witten at an appropriate level, to facilitate
transl ation of those consent forns into the native
| anguages of target patient popul ations, sonething
that is very inmportant for us in tubercul osis
research, and to facilitate changes in consent forns
as new i nformati on becones available. That is a
form dabl e process in the current systemin which
that has to go back through all 25 to 50 |ocal |RBs.

(Slide.)

| think there should be no local review of
offsite individual safety reports for nulticenter
clinical trials. Local IRBs and investigators
shoul d be sent summaries with context, not thousands
of anecdot es.

Finally, we need better coordination
between the different parts of the system There
need to be formal |ines of communication between
Data Safety Monitoring Boards and a centralized |IRB
as well as better communications between site
nmoni toring groups and the | RB.

What then in such a system would be the

role of the local IRB? | think education of
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I nvestigators and study nurses and all those
involved in clinical trials is inportant and an
appropriate function for local IRBs. | think there
shoul d be on site observation of the nethods used to
recruit and enroll patients into clinical trials.

| say that because nobst of the published
abuses have been abuses in the consent form process.

Finally, | think there needs to be at the
| ocal level a nmuch nore detail ed review of
I ntranmural research because it does not have the
protections built into nmulticenter clinical trials.

My conclusion is local IRBs are in crisis
trapped between the demands for nore clinical
research and the requirements of federal regulations
that were not designed for nulticenter clinical
trials.

The crisis of local IRBs will not be sol ved
t hrough nore vigorous enforcenent of outnoded
regul ations. W need a thorough overhaul of the
present system nodifying or elimnating those parts
t hat nonopolize resources and do not contribute to
patient safety.

Thank you.

DR. SHAPI RO. Thank you very nuch. Once
again, are there any clarifying questions? Yes,
Al ex?

PROFESSOR CAPRON: I n your description of
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t he adefovir study you quoted froman N H research
panel the statenent, "The receipt of data that are
nei t her aggregated nor interpreted does not provide
useful information to the IRBto allowit to make an
I nfornmed judgnent on the appropriate action to be
taken, if any." \What is the context of that
statement? WAs that connected to a reconmmendati on?

DR. BURMAN: The context was not in the
adefovir trial. The context was an NI H speci al
review panel for nulticenter clinical trials and the
specific coments were directed to -- regarded | ocal
| RB review of off-site serious adverse event reports
and the recommendati on was that that be changed. |
can provide the commttee that report. | suspect
you have it.

DR. SHAPI RGO Ji nf?

PROFESSOR CHI LDRESS: Just a question of
clarification. Wen you indicated that the Data
Safety Monitoring Board notified investigators and
patients, were they informed sinply that the trial
was being recommended to be term nated or what was
the information provided?

DR. BURMAN. They were provided a letter
whi ch gave details of the toxicity, how it would be
handl ed and the details for followup to eval uate
the duration of the toxicity. So they were provided

a lot of details about why the studies were stopped
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and what actions woul d be taken.

PROFESSOR CHI LDRESS: It is one thing to
provide the information when a trial is being
stopped but | guess | aminterested in your
reflections since this has been a thene throughout
much of the day about what kind of information the
Data Safety Monitoring Board could provide to | RBs
and investigators along the way because there is a
real worry about premature disclosure of trends
| eading to investigators being unwilling to continue
the trial or to participate or to enroll patient
subjects. | would be interested in your
refl ections.

DR. BURMAN. | agree with those concerns.
| think in designing clinical trials we spend a
great deal of effort in designing that portion of
the trial and it is all laid out in advance these

are the kind of differences that we m ght expect.

This is how those will be evaluated at interim
anal yses. And | respect that process. | respect
those statistics. | think if at an interimanalysis

t hose bounds are not breached, the trial should
continue, and that interiminformation should not be
rel eased to investigators or patients.

| worry a great deal about the risk of
prematurely stopping trials that then have a far

di fferent conclusion when they are carried to their
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conpl eti on.

DR. SHAPI RO. Any other clarifying
questions?

DR. MJURPHY: Can | just followup on the
DSMB because | amnot sure it is appreciated that
when they were set up and we in the cancer groups
and other large groups instituted them part of the
guidelines is that they are supposed to have
confidential conduct to their proceedings. They are
not supposed to tell. So it is sonewhat of a -- you
know, anbival ence. They -- even as a group chair, |
do not get any other different kind of letter than
what was referred to saying the trial is going okay,
keep it up, much less 1,000 IRBs getting interim
detailed information.

PROFESSOR CHI LDRESS: No, and | have served
on DSMBs and certainly appreciate that, but again we
have heard a thenme that there needs to be nore
communi cati on between DSMBs and | RBs and
I nvestigators and ny point is only that we cannot
have it both ways and that we need to appreciate the
ki nds of boundaries. | very nuch agree with the
kind of comment that has been made.

DR. MURPHY: Maybe just trust rather than
nore conmuni cati on.

DR. CASSELL: That is difficult in the

absence of communi cati on.
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DR. SHAPIRO. That is trust is difficult.
Thank you. Ckay.
Let's go on. | really want to hear next
fromDr. Farl ey.
Vel cone.
MONI CA M FARLEY, M D.
PROFESSOR OF MEDI CI NE,
EMORY UNI VERSI TY,
SCHOOL OF MEDI Cl NE
ATLANTA VA NMEDI CAL CENTER
DR. FARLEY: Thank you.

Let nme also start by introducing nyself and
where | amcoming from This wll be alittle bit
of a change of pace from what you have heard in the
previous two presentations and | wll keep ny
comments brief.

It is interesting, although there are sone
key differences in the kind of research an
epi dem ol ogi st does, that sone of our concl usions
are exactly the sanme so | find that interesting.

But what | do is infectious disease
research that is primarily epidem ology. There is -
- | amuniversity based. | also have a VA
appointnent. So | have that other elenent of a
federal appointnent. And the research that we do --
it is an energing infections programand it

I nterfaces as a | arge col |l aborati on between CDC and
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I's funded by CDC as well as state health
departnents.

We performresearch in nmetropolitan
Atlanta. There are other sites around the country
to have a total popul ation base for the research of
about 20 mllion. Qur area specifically that I am
involved in is about a 3.7 mllion, 20 county area
of metropolitan Atl anta.

The nature of epidem ol ogic research, there
are sone inportant and fundanental differences
between this and clinical trials in that this form
of research nmay be nore simlar to the social
sciences in sone respects that | know you have heard
about in prior presentations but it is primarily
observati onal .

It may invol ve enhanced surveill ance for
di seases. |In our case, infectious diseases. |t may
I nvol ve assessnent of know edge in attitudes and
practices with respect to disease. It may involve
assessnent of exposures that m ght put one at
I ncreased risk for various diseases and again in ny
case infectious diseases.

So that in this case a patient is not
subj ected to any invasive procedure or given
experinmental drugs in a clinical trial setting.

Confidentiality issues and privacy issues

are in ny opinion the primary focus of protection of
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patients involved in this kind of research and t hat
I's, of course, very inportant. The form of consent,
| think, also -- it may take a different formin
that in some case control studies assessing risk for
di seases, we nmay be contacting patients and controls
by phone, and in that case verbal consent is
obt ai ned and how best to deal with verbal consent
and to fulfill the requirement for confidentiality
and such, | think, are issues that are probably in
need of further guidance.

In many cases it is the power. It is the
size that is really what drives successful
epi dem ol ogi ¢ research and that a | arge popul ation
base is common. It may again involve nulti-sites
and col | aborations between nultiple groups,

I ncl udi ng people who may be in the public health
sector, as well as private, university, federal. So
It is -- the power of the nunbers is really very
essential to pulling out relative risks that may be
I nportant but small and needing a | arge popul ation
base.

So constraints that actually limt access
to potential controls for such studies can, in fact,
j eopardi ze the success of a study and pulling the
I nportant risk factor that is being pursued.

It also may overlap in the case of

surveillance activities with legislative activities
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of public health, and again, program eval uation has
been nentioned earlier.

It may invol ve banking of specinens, either
human speci nens, serol ogi c speci nens probably is one
of the nobst common speci nens, blood, sera, that
m ght be collected in an epidem ol ogic study that is
col l ecting any kind of specinmen. |In our case
bacterial or mcrobial isolates that have been
I solated froma patient with a pneunococcal
I nfection, a pneunonia, or food borne disease.

These isolates actually have in recent tinmes cone
into the forefront in terns of the interpretation of
an isolate, is that a patient specinen? 1|s the
bacterial isolate a patient specinen?

So the issues that we are dealing with are
sonmewhat different. They may in sone ways seem | ess
significant and inportant when it cones to -- or in
conparison to clinical trials and patients who are
bei ng observed for toxicities to drugs or
treatnents. But nevertheless it is a
perspective, | think, that is inportant.

And | will just go through sone of the
probl enms and frustrations that we deal with, many of
whi ch overl ap, and sone m ght be sonmewhat uni que.

The first that has been heard before is
that the IRB requirenents go beyond a single |IRB

approval and in our case, as an exanple, | amat a
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uni versity, | amat Enory University, | am also at
the Atlanta VA hospital, the work is funded by CDC
and being done at nultiple sites around the country,
and | ama collaborator with the Georgi a Depart nent
of Human Resources, which is our state health

depart nment.

And in the case of a new case control study
that would be coming into our enmerging infections
program we would be sending it through four --
well, three formal IRBs and then a VA approval
process that is separate but not a formal I RB. So
it wll go through CDC s IRB. It wll go through
the Enory University IRB. It will go through the
Georgia State Heal th Departnent | RB.

This, as you can imagi ne, can be sonmewhat
tedious. It also |leads to opportunities for
di sagreenent between IRBs and interpretation of: is
It exenpt, is it not exenpt, is it research, is it
program eval uation, does it require consent, does it
not require consent? So there are many
opportunities beyond just the sinple m nor
nodi fi cations that occur as probably idiosyncracies
of each IRB. So that we have found that our
nodi fication to the process has been that we require
It to be a sequential process rather than trying to
save tinme and submtting it at the sanme tine to all

three IRBs. W have |earned that leads to nultiple
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amendnments and subm ssions. Along the way if one
| RB changes sonet hing, and we actually have to go
t hrough the paperwork of resubmtting the entire

proposal to Enory's | RB based on a change at CDC.

So we do it sequentially and we start with
CDC and then we go fromthere. And | think it is
obvi ous that can be frustrating and it can certainly
sl ow down the ability to get a project up and
running. Tinmeliness in sone cases is inportant in
this kind of research and in many cases.

There is a new pneunpcoccal vaccine that is
going to be used this winter season for children
under the age of two. W want to start a case
control study to assess pneunobcoccal vaccine
efficacy of this new vaccine, recently FDA approved.
This may be the only winter that we can adequately
do this study because the nunbers may fall off
substantially with this initiation of the use of
t hi s vacci ne.

So we have to struggle to get this through
in atinmely fashion in order to have it ready and it
wll be close at this point to try to get it through
that many IRBs in the next three, four, five nonths.

The other issue is that with surveill ance
activities it very much leads to a confusion of that
di stinction between public health activities, public

health surveill ance.
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Sal nonella infections are reportable
di seases in the State of CGeorgia. If we are doing
sal nonel l a surveillance as part of the energing
I nfections program we are taking it from passive
surveillance which is the normal system to active
surveillance. So we are enhancing the surveillance
system for sonething that is legislated to be a
reportable disease in the State of Georgia. |s that
research? And it actually has been deened
research in the case of sone of the surveill ance
proj ects. So that has led to sone frustration of
that line -- that difference.

Anot her exanpl e would be a survey of
physicians to survey their practices when it cones
to prevention of particular infections or a survey
of a |l aboratory on nethods they use to try to
| solate a particular bacteria. Are they using the
gui del i nes that are published? This has been deened
research if it is generalizable. |If we are going to
use the results of this to make a general statenent
about the incorporation of these practices in the
United States.

So you can see that these are quite
di fferent although varying fromclinical trials, yet
fall under and are part of what the |ocal IRBs are
wei ghted down with in terns of review ng these

projects with the sane rigor as they would gene
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therapy intervention for a child.

The oversight systemin our way of | ooking
at things has been structured to primarily deal with
clinical trial work so that we are often frustrated
when those -- that systemis applied and difficultly
to epidem ol ogic research. Wen we are asked to do
our annual reports we are given a sheet that says
pl ease |ist each patient that was enrolled and their
soci al security nunmber, sone identifying factor, and
it is really not relevant. W cannot do it that
way .

When the General Accounting Ofice cane to
the VA to review our clinical research with respect
to human subjects there were other simlar
m sconceptions about our formof research that the -
- how to deal with verbal consent becane an issue.
They wanted the charts pulled, and this is charts
pulled froma population of 3.7 mllion scattered
around 20 counties, to see the consent formin the
chart, which is the standard of checking on sone
clinical trial work.

Well, that was not relevant and we had to
go through a process of justifying ourselves in our
approach to research. So it was -- we find that we
are sort of a square peg trying to be fit into a
round hole in some cases.

And the guidelines, because of that, seem
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unclear in many cases. Interpretations may vary by
I nstitution and sonetinmes even within the

I nstitution or have changed over tine. Surveys
soneti nes have been deened exenpt and nore recently
seemto be nore likely to be deened research and
require consent.

Overall and the bottomline, | think, is
that the process has becone very tinme consum ng
For 17 active projects for nmy work in particular,
those 17 projects end up with 49 separate approvals
and that is the initial approval, not to nention the
amendnment s and t he annual reapproval of the
projects. So there is a lot of time and energy and
cost that is involved in maintaining our oversight
adequately of the patients in this case.

So ny potential solutions or ny suggestions
are in many respects sonewhat simlar to those that
have been descri bed before with a few specific
requests that epidem ologic research be | ooked at
and sonme of the features of it be given sone
separate attention. First, streamining and
standardi zing the process for our type of research,
as well a centralized IRB oversight would, in fact,
make great sense from our perspective or -- and,
therefore, providing authority for a single duly
constituted | RB approval to be acceptable to

mul tiple institutions.
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Establishing -- short of that, if we nust
have nultiple | RB approvals, | think we need sone
guidelines for dealing with di sagreenent between |RB
commttees. |Is there a hierarchy of approval ? Does
CDC s approval or interpretation supersede the
| ocal ? We have had instances where a survey
recently was deened research by CDC whereas at the
state health departnent, the investigators or the
I ndi vi dual s who were going to be perform ng the
survey had deened it to be program evaluation. And
so there was conflict and we will not get funding
from CDC for the study unless we neet their IRB' s
requi renents.

So how do we deal with that kind of
di sagreenent? There really are very few guidelines
for dealing with that.

So, in general, the devel opnent of clear
guidelines and in that process we ask that the rigor
of the oversight reflect the degree of risk to the
patient.

| think we would |ike very nmuch that the
gui delines for noninterventional and primarily
observational popul ation studies and surveys to be
addressed, whether -- in sone cases be deened
nonresearch, but in the case of research be
addressed in a way that is relevant to those sorts

of studies and not trying to put it into the context
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of an interventional study dealing with the concept
of consent that may take other forns or even whet her
the consent is necessary for a subsequent chart
review on a reportable disease, for instance.

We woul d, in general, caution against
casting that net wder to take in things that woul d
normal ly be interpreted as program eval uati on that
are essentially putting patients at no risk
what soever.

And then, finally, the idea that this
I nfrastructure has been built up. Many of us are
being put into the position of having to fulfill
many requirenents and it requires a lot of staffing.

It requires a lot of admnistrative tinme
and | think we do not have adequate materials and
guidelines to refer to, to -- | have not been able
toreally learn in ten years of doing this kind of
research -- | cannot predict what the next study
wll require. It is -- each one is kind of a new
adventure so that | am never sure what the
interpretation will be the next tinme we cone through
what seens very nuch |ike the previous study.

So guidelines, | think, would be hel pful.
And | think the funding is not always adequate to
of fset the cost of this enhanced protection of human
subj ect s.

Thank you.
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DR. SHAPI RO. Thank you very nuch.
Are there any clarifying questions for Dr.
Farl ey?
Ckay. Thank you very nuch.
Dr. Wells?
SAMUEL A. VWELLS, JR., MD
DI RECTOR OF CLINI CAL TRI ALS AND EVI DENCE BASED
MEDI CI NE, AMERI CAN COLLEGE OF SURGEONS
DR. WELLS: Thank you very nuch, Dr.

Shapiro, and | thank the conm ssion for asking ne to
testify before this distinguished body. | should
say perhaps also in a way of introduction and
clarification that I ama surgeon and, |ike Sharon
and the group chair of the Cooperative Clinical
Trials Goup, the Anerican Col | ege of Surgeons
Oncol ogy G oup -- this is the nost recently funded
of the cooperative groups by the National Cancer
Institute. It is the only surgical clinical trial
group funded by the federal governnent.

The question cane up a nonent ago about the
| mportance of clinical trials in standardizing and
I nproving care, and | m ght give you sone exanpl es
of things that we have learned in the early days of
this surgical clinical trial group.

The first: there are no acute toxicity
criteria for surgical trials even though they exist

for radiation therapy oncol ogy groups, and radiation
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therapy in the nedical oncol ogy groups, whether the
adult or pediatric.

To be generous, | would say there is a
faulty skills verification process. Many people
assune that in clinical trials a surgical procedure,
say a gastrectony, is a gastrectony is a
gastrectony. There is often marked variation in the
failure to standardi ze these procedures which are
critical conponents of many clinical trials.

Al so, surgery has perhaps fallen under the
radar screen of oversight and surveillance of sone
of the other trial groups. There is no FDA for
surgery or a simlar site conponent. A surgeon can
performa given surgical procedure that he or she
declares is new. This often is not nonitored
carefully. The nost recent exanple of this is
| apar oscopi ¢ chol ecystectony. There has never been
a controlled trial conparing this procedure to the
standard operation. Still in this country each year
there are 4,000 comon duct injuries with this new

procedure, far nore than one sees with the standard

t her apy.

Clinical trials in many ways, the way that
we are setting these up, new skill verification and
education conponents, will address nmany of these

| nadequaci es.

Demands that nedical science prove the
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efficacy of accepted interventions and rapidly test
nascent strategies for alleviating human suffering
has i ncreased the need for well-perfornmed clinical
trials. Cinical trials really serve as the front
end of a spectrumthat includes evidence-based
medi ci ne and outcone studies.

Et hical treatnent of participants is a
paranmount concern in clinical trials in order to
determ ne that safety that is not conprom sed and
t hat beneficial treatnents are nade avail able as
qui ckly as possible. dinical trials nust be
nonitored for both adverse events and clinical
benefits.

Recently there have been calls to include a
plan for nonitoring clinical trials of all phases
and conplexities. Despite the |layers and coll ateral
met hods of oversight, including IRBs, locally, the
data and safety nonitoring commttees, the federal
conponents, OHRP, the FDA, the NIH, and the private
sector, there still are potential |apses in
assessing patient safety.

Il will attenpt to conpare the theoretical
and actual performance of each of the entities
responsible for trial nonitoring and eval uate where
| apses m ght occur and then perhaps offer sone
suggesti ons about how each m ght inprove its

performance and create a cohesive net to ensure
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subj ect safety.

First, the clinical site. A fundanenta
step towards reducing the chance of conproni sing
patient safety through fundanmental error is for
I nvestigators and their staff to have a systematic
approach to the conduct of human investigation and
an equally systematic approach to the collection and
reporting of data from human studi es.

A basal level of training in the nethods of
clinical research should be good clinical practice,
whi ch has been defined as a standard for the design,
conduct, performance, nonitoring, auditing,
recordi ng, analyses and reporting of clinical
trials.

Adherence to good clinical practice
princi pl es should ensure that the data and recorded
results are credi ble and accurate and that the
rights, integrity and confidentiality of trial
subj ects are protected.

In reality, very fewinvestigators could be
accused of deliberately putting patients at undue
ri sk, although the |ack of education and for mal
training of many investigators in clinical research
and in the ethics of clinical research [imts their
ability to recognize potential |apses and the nost
desirabl e conduct of human investigation.

The regul ations give a fairly nonspecific
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description of the qualifications required of

I nvestigators. And | quote fromthe "Good Cinical
Practice Cuidelines of 1997," "lnvestigators should
be qualified by education, training and experience

to assune responsibility for the proper conduct of

the clinical trial."

There is no mninmum | evel of training
required to neet these qualifications and nmany such
I nvestigators may not even realize that they |ack
truly inportant skills and they m ght not understand
the inplications and requirenents for adverse event
reporting.

We have nultiple interpretations by
di fferent governnent agencies and by different
regul atory groups in the nedical products industry
t hat sponsor clinical trials. These industry
sponsors, eager to avoid liability, require
extensive audits of the case record forns of studies
versus the nmedical records of patients producing
mountains of audit trails of questionable value to
either the integrity of the trial or toits ability
to reliably answer the question being asked by the
trial.

Thus, investigators, instead of
I nterpreting adverse events and putting themin the
proper context, protect thenselves and their

institutions by followng the letter of the |aw.
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I nstead of auditing and nonitoring trials, they are
merely reporting information in a formthat cannot
realistically be used efficiently to determ ne the
ri sk/ benefit ratio.

A | ot has been said about institutional
review boards. | realize it is the primary focus of
this commttee and | wll say a few words about
this. The Ofice of the Inspector General has
I dentified several changes that nay adversely affect
the ability of IRBs to carry out their m ssio.

These i nclude expansi on of nmanaged care and
reduction in the ability of clinical revenues to
support research, increase commercialization of
research, proliferation of nulti-center clinica
trials, research in new fields such as genetics and
mental health, and above all, the rise of patient
consumerismand its demand for access to clinical
trials and to the research data. AlIl the rigorously
col l ected data are not avail abl e.

Many nmenbers of | RBs have reported that
t hey spend nuch of their time on docunentation,
conpl i ance i ssues and cosneti c changes to protocols.
This activity may serve in order to protect the
I nstitution and patients.

| RBs often | ack anong the personnel, the
expertise, to analyze the statistical issues on

whi ch many studies rely for determ nation of when
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the rate of events represent a true finding and when
It sinply represents random variation. |RBs often

| ack the resources needed to handl e adm nistrative
mandat es. Adverse event reports have been

I dentified as one of the major hurdles to an IRB's
ef fecti veness.

Several hundred or nore adverse events
reports are reported to |arger I RBs each nonth.
Because adverse event reports are provided with
little explanation of their significance and because
| RBs do not have avail abl e aggregate data on adverse
events, know edge of the full safety profile, the
drug or device or surgical procedure, or even
know edge of the nunber of patients enrolled, it is
virtually inpossible to make an assessnent of the
risk relative to potential benefits for a study
partici pant.

Finally, I RBs are nmandated to nonitor
clinical trials. They are given no gui dance on how
to nonitor for ethical research practices, nor is
there a nmethod for regulatory entities to eval uate
how effective IRBs are in assuring patient safety
ot her than checking for paperwork conpliance.

Data and Safety Monitoring commttees are
charged by the sponsor and the investigators of a
study with protecting the safety of patients by

exam ning the data for indications of harmto
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subj ects, either due to adverse effects of a test
agent, surgical procedure, or marked benefit in a
study arm

In theory, a Data Safety NMbnitoring
Comm ttee shoul d devel op cl ear procedures and should
be given a firmunderstanding of its role. In
reality, some Data and Safety Monitoring Commttees
may be convened only after a study has started and
the role may becone dictated by the evol ving needs
of the study. There is still no consensus on the
requi renments for nenbership and nenber conposition
of Data and Safety Monitoring Commttees. It is
nost disturbing that there are few individuals wth
this wealth of expertise required for nenbership on
these commttees, resulting in a potential shortage
of Data and Safety Monitoring Conmttee nenbers at a
time when this need is increasing significantly.

Data Safety Monitoring Boards sonetines
I ncl uded i ndependent study-sponsored investigators.
I n sonme cases, representatives of organizations that
have funded the study may sit on the Data Safety
Monitoring Commttee. This represents, of course,
clear conflict of interest.

Regul ators: Al though the FDA, the
Departnent of Health and Human Services, OHRP, are
t he predom nate regul atory bodies to ensure research

safety, all federal agencies and groups that fund or
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conduct research with human subject pronul gate
policies to which their protocols nust adhere.

In theory, the regulatory body would
provi de clear instructions and the nonencl ature
woul d be agreed upon w thout producing contradictory
gui dance to investigators. The guidance would be
devel oped with the working know edge of the i npact
on the paperwork burden, cost and inpact of doing
studi es that are necessary to advance hunman
t her apeuti cs.

In reality, the instructions are often
confusing and contradictory. Furthernore, wth
respect to adverse event reports, regulatory
requi renents and definitions are unclear and al so
occasionally contradictory.

I nternational harnonization is still
I nconpl ete. Conpliance nonitoring has occurred nore
frequently in response to obvious | apses of systens
for ensuring patient safety rather than in a
proactive fashion.

Finally, regulators focus nore on
conpl i ance, especially with paperwork, than focusing
on the inpact of patient safety achieved.

As far as thoughts about how this m ght be
changed, certainly formal training prograns for
I nvestigators and clinical coordinators should be

devel oped and i nplenented. Formal training should
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be required as a prerequisite for all of those
involved in clinical trials. The clinical site
shoul d submt plans for auditing and nonitoring
studies to the |ocal |IRB.

| would say they should even be included in
part of the nedical school curriculum It is not
part of post-graduate education for nost residents,
review commttees or Anerican Boards under the
unbrella of the Anmerican Board of Medical
Speci alties.

| RB menbers should have formal training in
order to recogni ze the inportant el enents of ethical
research. This wll increase the |ikelihood that
menbers focus on assessing critical conponents of a
protocol. The Data Safety Monitoring Commttees
should nmonitor all nulticenter trials. | feel they
shoul d report the results of their deliberations to
the institutional review boards, which oversee the
activities locally of the clinical trial research.

It is inportant that the FDA, the N H the
f ederal governnent conponents, continue to clarify
the requirenments for nonitoring patient safety on
every study. The various regul atory agencies should
convene a neeting of the representatives to rewite
a harnoni ous set of standards with an eye towards
I ncl udi ng mandates to take into account the new

realities of clinical nedicine and the changing role
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of the capabilities of |RBs.

There should be nore innovation in the
eval uation of the efficacy of safety nonitoring.
Academ c nedi cal centers are in an absolutely key
position to influence a national dialogue about
nmoni toring subject safety on clinical trials.

The NIH should increase its commtnent to
the training of clinical researchers through the K-
23 and K-24 nmechani sns and provide funding for
research on ethics and enpirical experience with
research net hods.

It is inportant that support for careers in
clinical research receive enphasis. The recently
announced KO1 grant nechanismto support training of
new researchers in clinical ethics is certainly
appl auded and represents a best effort in this
regard.

Clinical trials are absolutely key to
I ncreasing the standardi zati on and excel | ence of
medicine in all fields in this country and the
oversi ght mechanisns currently in place have faults,
are in many cases burdensone, and create onerous
tasks for investigators and nenbers of both the |RBs
and the Data and Safety Monitoring Conmttees.

Let's hope that this comm ssion wll give due
diligence to this problem and nmake recommendati ons

to correct these deficits.
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Thank you.
DI SCUSSI ON W TH COVM SSI ONERS
DR. SHAPI RO. Thank you very nuch and once

again let nme express ny gratitude to each of you.
Let nme begin our discussion with a question. Well,
l et me just state sonething and then ask a question.
| mean, everyone who has appeared before us both
today and on other days dealing with the issue of
patient protection and oversi ght nechani sns and so
on has tal ked about the necessity of increasing
support for the IRBs. That is increasing their
financial support, increasing the institutional
support, in various ways increasing their education
and so on. | think at least it seens w dely
accepted by those who have appeared before us that
they just need to do that to just increase their
capacity to fulfill their function, including
possi bly having nore IRBs if they are going to be
| ocal ones because any single one may just be
overwhel ned by approving, as | think you had sone
data, 23 protocols every three hours or sonething of
that nature in your presentation.

But | want to focus ny question on the
I ssue which | think nost of you brought up, that is
there is going to be an increase -- the prediction
I's increasing nunber of clinical trials and nmulti-

center trials. And, therefore, inferring fromthat,
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I think, nost of you or at |least three of you said
that the logic of that |eads you to a centralized

| RB because that would be an efficient way, it seens
obvious it would be, in some sense it seens obvious
that it would be efficient to do that with one I RB

I nstead of 20 | RBs.

| understand that argunent. It certainly
woul d be efficient. But if | think about it in
anot her way, nanely what kind of ongoing discussion,
mut ual education and so on takes place in each
clinical setting, it does not quite feel the sane,
the efficiency does not seem perhaps quite as
attractive as it mght because it renoves the
decision to sone distant | RB and does not -- at
| east | can inmagine that that would have sone
per haps negative aspects.

Now i n the case of these consortia which
you are the head of one or at |east participate in
one, that seens to take place anongst researchers
before you even get to the IRBs in sone sense if |
understood the material you presented.

Does that worry anybody at all, the fact
that if we had a centralized IRB for these nulti-
center trials that that would sort of decrease the
ampunt of attention and the anount of concern, the
anount of conversation that goes on in each

I ndi vi dual site regarding their ongoing
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responsibilities to the participants in these
trials?

Is that an issue? | am just inventing a
noni ssue? O what is going on in that sense?

DR. MURPHY: | would not want to accuse you
of inventing an issue but | think --

DR SHAPIRO It is pretty close, right?

DR. MURPHY: -- you have to |l ook at, |
think, the necessity to try sone new approaches
because as was poi nted out by many previous
speakers, | amsure, the guidelines that we are al
wor ki ng under have been pronul gated decades ago,
t hi nki ng one investigator, one institution, you
know, one IRB. It is just a different ball gane now
and there is sinply the reality that nost IRBs are
overwhel ned and | think that centralized IRBs would
have several advantages, not nerely just efficiency,
which is not frankly what should be the driving
force.

| think that they arguably m ght be able to
protect human subj ects better because they would be
able to be constituted with individuals with
required expertise as well as, you know, persons
external to the research who could | ook at the
et hi cal oversight and could give nulti-site trials
the kinds of reviews in depth that they frankly do

not receive with hundreds and hundreds of |ocal |RBs
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that are just overwhel ned.

| think they could have a better
conposition and do a better job and one m ght even
think of letting pilots go forward using centralized
IRBs with alnost differing mssions, if you wll, or
differing oversight. For instance, |RBs overseeing
mental health research that has been a subject that
you have been tal ked about before.

You coul d have the right persons conposing
that IRB and they would do a better job of that kind
of ethical oversight it seens to ne. You could have
cancer | RBs. You could have for sonme AlDS
epi dem ol ogy, you know. | nean, | use those
exanples. |t does not nake sense to ne to think
that every local IRB has all the necessary expertise
to review all the research that is comng at it with
t housands and thousands of trials in big academ c
centers. They are overwhelnmed. That is just sone
t hought s.

DR. BURMAN:. Speaki ng as soneone who wor ks
with both the central IRB at the CDC and then with
| ocal IRBs, | can say that | think we get better
review at the central IRB for precisely those
reasons. It is not an IRB that is trying to review
an incredible array of trials. They are reviewing a
fairly focused array of trials and so we get a

detailed, often very incisive commentary back from



10
11
12
13
14
15
16
17
18
19
20
21
22
230t
24
25
26

27

240

them which does result in protocol changes.
Whereas, fromlocal IRBs in the [ast six years we
have never had an instance in which we changed a
protocol because of a local IRB comment. So, |
think I would take the opposing view, which is that
| think a well constructed central IRB may wel
provi de better research oversight than nmultiple
overwhel ned | ocal | RBs.

And | tried to hint at a coupl e other
advant ages of having a single standardi zed consent
form | will say as a researcher who tries to keep
up-to-date transl ated consent forns in Vietnanese,
Spani sh, Korean, Ethiopian and other |anguages, it
Is virtually inpossible to do that in which | have
to send all those through two different I RBs, their
transl ators di sagree, and so what happens is that |
cannot keep an up-to-date translated consent form
Whereas, if | had a single standardi zed consent form
for all sites that could be translated once and then
be used at all clinical trials, that is really
communi cating with patients, that is substance, and
a lot of what | see is fluff.

DR. SHAPIRG | think, you know, those are
persuasi ve comments. However, | do want to point
out that it seens to ne that everyone who tal ks
about centralized IRBs always refers to the | ocal

| RBs as both nultiple and overwhel ned. Those things
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are not necessarily the sane thing. That is you
could i mgi ne IRBs that were not overwhel ned at the
| ocal level but they are -- many of themare. |
under stand t hat.

Yes?

DR, VELLS: | think how the local |IRB or
the institution would react to the decisions of the
centralized |RB woul d have to be considered. It is
I nteresting that the previ ous speaker who nenti oned
not having a consent changed or action by the
central IRB. | think we would have sone probl ens
with that perhaps if you have say 1,000 sites or 500
sites. You m ght not have every institution agree
wth the activity or decision at the central |IRB and
the work coul d be absolutely onerous at the central
| RB. The adverse event reporting, considering what
happens in sone single institutions, mght be a
full-tinme job. It is not necessarily bad and | can
see sone advantages to it but it would take a great
deal of work and effort and integration to pull this
of f.

DR. SHAPI RO. Thank you. Let's see what
ot her questions. Larry, then Al ex.

DR MIKE: | amsorry but | amgoing to
have to ask ny question and get ny answer and | eave.
This is for Dr. Farley.

You were concerned about expandi ng the
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definition of research. W are, too, but the issue
I's how you deal in the operational sense. |f one
narrows the definition of research there is the
danger that projects that legitimtely need human
oversight will fall outside, and then if you try to
narrow the definition of research, | think we wl|l
run across difficulty in saying what is research.

The other way is to |liberalize the
definition of research but also liberalize the
exenptions and expedited review process. And it
seens that that -- the current way that it is done,
there i s confusion about what is exenpt, what is
al l owabl e for an expedited review, but if one can
make that a | ot nore certain so that one can take a
| ook across this and it is a very sinple process to
do either the expedited review or the exenption, and
then really focus on those areas that really need
nore scrutiny, it seens to ne that would be the nore
rationale way to go.

DR. SHAPI RO Dr. Farley?

DR. FARLEY: | think those are excell ent
comments and | agree fully. | think the idea of it
passi ng through but having an exenpt status where
there is sone neasure of evaluation, but brief, and
It fits into a defined category of exenption is
good. W have dealt with inconsistencies in the

application of exenptions and that is a frustration.



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

243

If we can get it very standardi zed and things wll
be easily portioned into the appropriate category, |
think that would serve to free up the | RB panelists
for the nore detail ed eval uations.

| do have to say as kind of a side comment
to the previous discussion as well that | do think
| ocal 1RBs will continue to need to |ook in sone
fashion at these protocols that have had centralized
approval. And | do not believe there is -- that
that is entirely negative, but | do think that the
I dea that they can do it in a nuch nore cursory
fashion with the confidence that there has been the
rigorous and the expertise -- the expert panel has
| ooked at it, that they then can | ook at if there
are particular issues that are unique to their |ocal
area, but only quickly look at those issues and not
have to go through at | east the notions of doing the
detail ed expert eval uation where they may or may not
have the capacity to do that and certainly the tine
| ssues are there.

So that if there were a way -- | am not
saying taking the local IRB conpletely out of the
process, but making it a nore realistic approach,
and the exenptions, having themfairly well
categori zed, would be one step of freeing up their
time as well.

DR. SHAPI RO. Thank you.
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Al ex, and then Arturo.

PROFESSOR CAPRON: My mmj or question is for
Dr. Murphy. You were offended at the concept of
t herapeutic m sconception and | thought | would Iike
first to get you to tell nme what that concept neans
to you.

DR. MURPHY: Well, as | understand it, it
Is the ethical concept that if the individual who is
seeking to conduct the research is the sane person,
If it is therapeutic treatnent oriented research,
the same person who is the provider of the
treatnment, then there conceivably can be a
m sconception on the part of the subject that they
are not necessarily giving consent for research but
It is their treatnent. It is an indistinct boundary
bet ween treating and research for the subject and
al so probably for the investigator.

| think | have the concept right.

PROFESSOR CAPRON:  Yes. | think that we
could refine the details a little bit but I wanted
to make sure we were on the sane page. Since we
heard both fromyou and | thought even nore strongly
fromDr. Burman when he said that there are -- have
been a ot of treatnents that have gone through
clinical trials and the -- what the trial did was to
protect future patients fromthat treatnent because

they turned out not to be efficacious or safe
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treatnents, the notion that sonmething that is in
research i s of unproven value seens to ne to be a
different statenent about the potential harns that
are involved than the fact that a | ot of things

whi ch are used are used even though they are not
perfect, either NQ or avoi ding harm and si de
effects, or they are used because they have been
used and they have never been well studied and they
are sinply part of general practice.

And | wonder if with that in mnd, in the
end is the fact that sonething is the only
alternative for the pediatric oncol ogy patients that
t he people in your group, your national centers
around the country, are providing interventions for?
Does that renpve the notion that they really are
still enrolled in research and it would be different
for themif there were a proven therapy for their
treatment, even one which had only recently energed
successfully froma clinical trial? Do you not see
a difference between those two settings? Wat we
think of as the research setting and the treatnent
setting?

DR. MURPHY: Well, first, | want to nmake
clear that the clinical protocols to which the
majority of the children in our group and in our
Institution are -- they are offered access to and

the mpjority enrolled, they are not the only



10

11

12

13

14

15

16

17

18

19

20

21

22

23

24

25

26

27

246

alternative and not 100 percent of patients are
enrol l ed on study.

They can receive the sane -- well, perhaps
not always the sane treatnent off-study, but a
standard treatnment and there are standard
treat nents.

And in the community nmany peopl e use
standard treatnments for pediatric cancer so it is
not the only alternative.

PROFESSOR CAPRON: | was trying to make the
case stronger for what | understood to be your
position. If it is not the only alternative, |
think that only helps to underline the difference
between being in a trial and getting an alternative
treatnment, doesn't it?

| mean, otherw se why do we distinguish the
two?

DR. MURPHY: Well, | ask nyself that a | ot,
too. | think the only distinction is that we
carefully anal yze the outcones and that nmakes it
research. The irony to nme is sonme other physician
can treat sonebody off a study with an unproven
nonst andard approach and not have to go through all
this infornmed consent and regul ati on and they can,
you know, have toxicity and deaths occur and it is
never even reported. | mean, if you think about it,

t here should be consent for not being on a trial
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sonetinmes, particularly when it is clear there is
benefit to the enrollee.

| do not want to overstate that, but it is
i roni c when you think about the distinction between
being on a trial and off a trial where in our
setting sonetinmes the only research is that we just
collect the data and nonitor the outcones.

PROFESSOR CAPRON:  Yes.

DR. MURPHY: You know, it is -- and we nay
or may not have a new agent or it nmay just be a
standard agent that is already FDA approved in a
di fferent drug schedul e or dose or conbination, and
that nmakes it research.

PROFESSOR CAPRON: | guess what | amtrying
to get tois it does not seemto ne that nobst people
who are | ooking at this and use the term
"t herapeutic m sconception” do so wth any sense
that being enrolled in a trial is necessarily nore
ri sky nor do they do so with any deprecati on of
either the value of trials or the intent of
I nvestigators, physician/investigators, and | think
that if -- and the reason | amexploring this a
little is that | suspect that your sense about it is
not unconmon in the research community and if those
of us who have used the term have created in your
m nds the sense that you are being attacked by that

term either we have to do nore to explain it or we
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shoul d | ook for sonmething el se because |I firmy
believe that there -- that it is inportant for
peopl e who are participants in research trials to
realize that they are participants in trials. Not
because sonething bad is going to happen to them but
just because it is a sonewhat different setting than
getting, as you put it, the sanme intervention off-
trial. | nean, as a conpassi onate use or whatever
where they are not going to be in the data.

And | may, as a nenber of society and
potentially a beneficiary of the results of the
trial, be very glad that the trial is going on and
t hi nk that nmedicine would generally be better if
there were nore careful exam nations of al
Interventions. So it is not at all critical of you.
It is sinply saying that it is a different animal in
sone respects and people should sinply be aware and
so it is not a pejorative termin that sense.

So | found this very instructive to
understand why it seens that way to you and |
appreci ate your el aborating.

DR. MURPHY: | think you do need to work on
t he | anguage then because it is -- | am offended by
It sonetinmes and in our own institution even or in
others there is the inplication that, for instance,
Phase | and Il or early phase clinical research, has

no therapeutic intent and nothing could be further
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fromthe truth. W always approach a patient with

t herapeutic intent, usually with a solid rationale
for why this is, you know, justifiable and where the
risks will be justified in terns of the potenti al
benefit.

So | do not like the idea to think that it
IS a msconception that there is a therapeutic
Intent. So thank you for that. | appreciate it.

DR. SHAPI RO. Ckay. | have Arturo, then
Eric, and then Steve and Eric.

DR. BRITO I, too, had sonewhat related
questions for Dr. Murphy, and | want to thank al
the panelists before | get to the specific
questi ons.

Dr. Murphy, a couple of things struck ne
about your presentation and | apologize if in your
witing there is nore detail and | have not had an
opportunity to read that, but do you see that
pedi atric oncology -- that that subspecialty is
per haps one of the reasons, as you state in here,
that the clinical trials are the standard of care in
pedi atric oncology? Do you -- | have ny
specul ati ons of why that may be so. But | would
li ke to hear fromyou why you think that m ght be in
that particular thing. For instance, is it because
there is nore ani mal nodels that you could test

before? |Is it because of things |like that and why
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t hat m ght be so?

And on the related question to sonething
that Al ex was asking, how common is it in pediatric
oncol ogy for the clinical investigator to be the
same person that recruits -- that is the physician
that, therefore, recruits and also is the
I nvestigator for that sane patient? Do you think
that in this field it is nore common than in other
fields?

DR. MURPHY: Well, | like to think the
answer as to why the clinical trials are the
standard of care is that it is -- | should not --
pedi atric oncol ogi sts are better doctors.

(Laughter.)

DR. MJURPHY: W do have, | think, nore of a
tradition of clinical trials and cooperative groups
I n our subspecialty. ||t has been established over
decades so there is a culture which has then,

t herefore, been passed on in training and because it
Is primarily an academ c discipline it is not
practiced out in the community that nmuch. | think
It tends to be -- you can get your arns around the
problema little better.

| do not really know. It is not the aninal
nodel thing. It is just the way we are trained to
think. That is the way we train our trainees to

think. There is a strong advocacy patient-parent
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comm t ment understanding that trials are good
standards for care and that it is inportant to
practice evidence-based nedicine, which is what
trials are all about.

| do not know. | think we -- it is all |
can comment. It is curious and others have often
asked that question but it is probably a |ot of
t hi ngs.

DR. BRITO Okay. And the second part to
t hat question or the second question really was how
do you feel then pediatric oncol ogy because of that
systemthat the clinical investigator is often the
sane -- the physician and also the recruiter and
eventual ly the investigator?

DR. MJURPHY: |t happens. It is not 100
percent of the tinme but it is quite frequently.
Wth nore nultisite large trials, though, there is
fewer opportunities for everyone to be the study
coordi nator so nost people are in the role of
participant rather than the principal investigator.

DR. SHAPI RO. Steve?

MR, HOLTZMAN.  Well, nmy comment, it is nore
a comment than a question is directed to the
I nt erchange between Al ex and Dr. Miurphy, and Alex is
not here but what the heck.

DR. SHAPI RO We can nmanage.

MR. HOLTZMAN: | amless likely to get a
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response if Alex is not here.

(Laughter.)

MR. HOLTZMAN: That is an inside joke.

(Laughter.)

MR. HOLTZMAN: It has troubled ne -- it has
troubled nme sitting here for a long tinme about the
t herapeutic m sconcepti on because as it were, we act
as if there is only two kinds of animal. Over here
you have got therapy and over here you have got
research and this noral obligation to say to soneone
I n research you nmay not benefit, do not be
m sconcei ved that you may not benefit. But, of
course, as usual the world |ies on a spectrum as
opposed to two cases with a range in between. And
so if you are dealing with a clinical trial where
there is a placebo control and there is
random zation, clearly you have to say to soneone
you may not benefit. That is research that | ooks
| i ke that second kind of animal.

But if you are dealing in a world of
oncol ogy and clinical oncol ogy and pediatric
oncol ogy where off-|abel use is standard of care,
and where research neans | amgoing to | ook at off-
| abel use systematically now to | earn sonething from
It, you are not tal king about placebo controls and
that is why there is a reaction that says this is

not a therapeutic m sconception. This is instead
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ri gorously studied therapy.

And | think mybe we need to in our report
sort of lay out that there is this spectrum

PROFESSOR CHARO. Hands up

DR. SHAPIRO. Alta, yes. W have soneone
by phone. This is Alta Charo fromthe University of
W sconsi n who has been on the phone.

MR. HOLTZMAN:. Does that get at the issue?

DR. SHAPIRO. Alta, just hold on a second.

PROFESSOR CHARO  Ckay.

DR. SHAPIRG  Eric?

DR. CASSELL: | do not want to inpugn the
notives of the pediatric or any other oncol ogi st
either in trials. Qbviously the best for those
patients is desired but there are two differences
bet ween a research setting and the ordinary clinical
treatnment setting.

One of themis the primary responsibility
of the researcher, | hope, is to the outcone of the
trial because that is where the know edge cones.

And if there is a conflict between a good tri al
where good knowl edge will cone and the good of an

I ndi vi dual patient, there should be a conflict. If
there is no conflict, then sonebody is not doing
research properly on the one hand. And on the other
hand -- | will be glad to clarify that but so wl|
everybody else. On the other hand, there is the
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ot her probl em about protocol violations. Mstly we
do not bunp people off ordinary treatnent when they
violate treatnent. We nay adapt our treatnent to
them and so forth and that, | hope, is not true of
nost of your trials. There are differences between
atrial and ordinary treatnent.

You can be so involved in trials and do
nothing else that it does not | ook |like there is,
but in point of fact there is (1) the conflict of
interest within the individual and (2) the
di fference between the patient in that and the
patient in ordinary treatnent.

DR. SHAPI RO. Thank you.

Ber ni e?

DR. LO Alta first.

DR. SHAPIRO. Oh, Alta, you are next Iline.
| forgot. You are far away. | cannot see you.

PROFESSOR CHARO It is okay. Actually
this follows directly on Eric's comment. \When |
listened to Dr. Murphy's presentation | was struck -

DR. SHAPIRO. Hold on a second, Alta. Can
you hear this? Okay. W can hear you. Thank you.

PROFESSOR CHARO  COkay. Wen | listened to
Dr. Murphy's presentation in particular | was struck
by the absence of the things Eric tal ked about and

al so an awareness of the degree to which research
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requires sone lack of individualized attention to
patients. One random zes them anpbng vari ous dose

| evel s, for exanple, or other details of a treatnent
regimen and the goal is to keep themon the
particul ar study armthat they have been assigned to
until there is strong reason to take them off.
Whereas, in an ordinary treatnent setting out of the
research setting you would mani pul ate their
treatnment much nore readily. Although | recognize
that you mght still wi nd up giving sonebody what is
equi valent to a best guess, it does |ack the kind of
I ndi vi dual i zed attention that is one of the
hal | marks of the doctor-patient relationship.

| find nmyself thinking that it justifies a
degree of scrutiny.

DR. SHAPI RO What was the | ast phrase she
sai d?

DR. MESLIN: Degree of scrutiny.

DR. SHAPI RO. A degree of scrutiny was the
| ast few words.

PROFESSOR CHARO. That is correct.

DR. SHAPIRO. Is that right, Alta?

PROFESSOR CHARO  Yes.

DR. MURPHY: | feel that | have to just
comment both to Dr. Cassell and to Dr. -- who is the
phone speaker?

DR. SHAPI RO. Char o.
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DR. MJURPHY:  Char o.

PROFESSOR CHARO  The nystery wonan.

DR. MJRPHY: The nystery wonman voi ce.

About the quality, | think, that we all strive for
as both treating physicians and investigators, and
that is to maintain ethical equipoise with regard to
the individual child subject. Because, Dr.

Cassell, you were referring to two different
differences between a trial and a treatnent. One
being that the investigator is related to the -- is
nore committed to the outconme of the trial. You
hope that -- just seeing it conducted correctly.

DR. CASSELL: The hope that the
I nvestigator is nore conmtted to a correct trial
and good know edge.

DR. MURPHY: Right.

DR CASSELL: |Investigator is commtted to
know edge. That is what the scientific -- nore that
the investigator is commtted to that individua
patient's best interests.

DR. MURPHY: However, let nme clarify that
I f you are doing a random zed trial --

DR. CASSELL: Yes.

DR. MURPHY: -- and you have this quality
of ethical equipoise which we do have know ng how it
Is set up and that we -- there is uncertainty in

medi ci ne, we do not know which armis better a
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priori. That is why we do the trial, so | have no
problemin both offering both arns of a random zed
trial and maintaining the role of the treating
physi ci an in equi poi se.

DR. CASSELL: No one has any argunent wth
that. You could not be nore correct but that is not
what | am saying. Equipoise is not what we are
tal ki ng about . We hear as a particular there is a
classic 20th patient instance in which 19 patients
have failed the trial, but until 20 patients are
enrolled it will not be statistical, this and that.

Mostly you -- that 20th patient should be
enrolled and nostly to get that patient enrolled we
do not tell the patient “19 patients have failed
this trial, you are the 20th patient.” W want the
patient to be enrolled. Oherwise the trial is not
going to be a trial. It is aclassic -- it is used
agai n and again as an exanpl e.

The inportant thing is that if you do not
finish that trial, then all the 19 patients before
were used to no purpose. And there is a dedication
-- not equi poise. Equipoise is not the issue. It
I's where is your primary responsibility to the
knowl edge produced by the trial, which involves a
nunber of people, and to an individual patient. And
that is a conflict of interest that we did not

I nvent today, | prom se you. And that is very,
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very sel dom understood by oncol ogi sts particularly.

DR. MJRPHY: Thank you for that |ecture.

DR. CASSELL: No, no, do not worry about
| ectures. They do not hurt you. On the other hand
there is this: Wy oncologists particularly?
Because you do have the expertise and nost of the
patients are enrolled and so it is not |ike sonebody
treating heart failure where |ots of people treat
heart failure. You are the ones who know nore.

That is why it is particularly inportant for
oncol ogi sts to know.

DR. SHAPI RO. Bernie?

DR LO | want to shift gears a bit and
ask Dr. Farley a question. You explained to us how
you do epidem ol ogic research and particularly a
sort of research on enhanced surveill ance on
conditions that are often reportable by state law in
the first place.

| want to ask you to expand or to say a
little nore about the expertise that sone of the
| RBs you deal with bring to the review of
epi dem ol ogi ¢ research, as opposed to clinical
trials, or other types of research that are probably
nore conmon.

You tal ked a | ot about the kind of delays
you face in kind of getting multiple |IRB approval s

for studies that need to be done in a very tinely
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fashi on because of di sease epi dem ol ogy, but could
you say a little bit about whether you feel that

| RBs that you go before really understand the kind
of work you do? Are they applying concepts that
really are nmeant to apply or fit best for other
types of research? Do they understand the kinds of
subtl eties or not so subtleties about how consent
may take on a very different neaning in the
situation where the disease is reportable?

Just to put it in context, we have
struggled here with the notion that both the
regul ati ons and sort of | RB experience often is
geared to a certain type of bionedical research and
ot her types of studies that do not fit that sort of
tenpl ate and nay not get appropriate attention.

DR. FARLEY: Well, that is ny feeling on
the subject and | have to say having dealt with the
three different IRBs fairly routinely that the
uni versity based IRB is the one that was | east
prepared to deal with our proposals when we first
started doing this research and | think there has
been kind of an -- in sone ways an educati on process
that they have | earned through the years nore about
what we do because we have a fair nunmber. The
vol une has conti nued and increased over the years
but very nmuch the initial stages of the eval uation

have been trying to make it like a clinical trial at
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the university | evel because that is what they are
seeing nost routinely com ng through.

CDC s | RB has becone nore and nore active,
as all IRBs. They are all kind of revving up to a
hi gher | evel of attentiveness as this is being
viewed very carefully and closely and the CDC s | RB
I s probably the nobst expert one of the three we are
sending it through.

| do have to say that the state health
departnent's IRB brings a third perspective and | am
not arguing for the need for this thorough review at
three different places, but there are perspectives
that are brought fromthe public health sector in
the field versus centrally at CDC that sonetines
cone to bear on the issues of the evaluation, but ny
| mpressi on has been that the university has been the
| east prepared to deal with the epidem ol ogic
research.

DR LO If I could follow up. Could you
pl ease give us an exanple of how the state
department and CDC provi des an insight that either
the CDC -- | amsorry, the IRB fromthe state public
heal th departnent brings insight that the CDC board
or the university board may have m ssed and enhanced
the sort of protection of subjects or strengthened
the protocol in sonme way?

DR. FARLEY: Well, whether it protected the
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subj ects anynore could be argued, but an exanple
woul d be that the CDC -- for instance, a protocol
that had to do with review ng cases of an
opportunistic infection that was fairly closely

| inked to patients with H'V di sease. The case
report formincluded the -- a |list of underlying
di seases that may predispose to the particul ar

I nvasi ve infection and it included a check-off for
HI V.

In the State of Georgia reporting -- and so
we were using this formthat would be distributed to
| abs t hroughout the surveillance area in the State
of Georgia, only AIDS is reportable by nanme, HV
I nfection is reportable but not by nanme. And -- but
In other states H'V may be reportabl e by nane.

And so they were looking at the -- if this
formwas com ng out |ooking |ike a request fromthe
state health departnent to check off on this case
report formthat the patient was H V i nfected, that
It was not in conpliance with the state regul ations
in terms of -- we had to change the wording to
I ndicate that this was an optional process and that
only AIDS was reportable by nane.

So was that patient nore protected? |
could argue that no. | nean, we were going to
protect the confidentiality. No identifiers were

going to acconpany this data ultimtely to CDC.
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None woul d go out in publication.

To nme there were regul atory issues being
addressed there, but was the human subject nore
protected? | amjust not sure.

DR. SHAPI RO. Thank you. Do you have
anot her question, Bernie?

DR. LO Can | just follow up because the
reason | want to pursue this -- | nean, we hear or
at least | hear very broad statenents all the tine
about sort of the value of local IRBs or things |ike
that and | am always trying to sort of get specific
exanpl es that go beyond the level of “we are nore in
tune with [ ocal values and, therefore, we do a
better job.”

But if I could push a mnute on -- or find
out nore about this particular incident, one other
I nterpretation without nmy know ng, you know, all the
facts to the case is that confidentiality of HV
status is a |large concern and was there the
possibility of designing the study so that even when
you got the primary data fromthe initial
surveillance report it was presented to you in a
coded fashion so that you could have gotten the HV
I nfformati on, but using an identifier that was so
scranbled that it would be very hard to back track
and identify the individual?

DR. FARLEY: Well, actually in this case it
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had actually been approved by -- the acquisition of
t hose data had been approved by the Enory |IRB, our
uni versity based IRB, but it was called into
question by the state. And, in fact, what we did
was to develop a process that would strip that
Identifier or that data point fromthe informtion
t hat was passed on then to the state health
departnment so that they never were in receipt of
that information by patient and so, yes, we did
| ncorporate that but it still nmeant that we as the
uni versity based investigators are still, in fact,
collecting that information and we are protecting
the confidentiality and none of the nanes are -- all
of the personal identifiers are stripped fromthe
dat aset before it goes to CDC, but in this case we
added an extra |l ayer of stripping between the
uni versity and the health departnent.

DR. SHAPI RO Thank you. Maybe we will
t ake one nore question because | think we have to
w nd up. Steve, do you have a question?

MR. HOLTZMAN: It is a question of Dr.
Cassell. | will do it afterwards.

DR SHAPIRO. | see. Well, all right then.
Let nme then thank our panelists very nmuch for your
very thoughtful remarks and, indeed, very
stimulating remarks. W really very nuch appreciate

once again that you have taken your tinme to be here.
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Thank you all very much.

Unl ess there is sone reason not to, we are
going to adjourn. W are adjourned.

(Wher eupon, at 3:32 p.m, the proceedings

wer e adj ourned.)



