
Bioethics Research Library at Georgetown University 

https://repository.library.georgetown.edu/handle/10822/503786 

Transcripts of the National Bioethics Advisory 
Commission (NBAC) Meetings 1996 - 2001

The Bioethics Research Library is collaborating with Georgetown’s University Library 
 to digitize, preserve and extend the history of Bioethics.  

Please tell us how this access affects you. Your experience matters. 

Visit us at https://bioethics.georgetown.edu/. 

Collection Permanent Link: hdl.handle.net/10822/559325 

Interested in learning more about National Bioethics Advisory Commission? You can 
visit their website as it appeared on the last day of its charter. There you can find the 
official charter, reports, and browse what was in the news at the time. The website is 
hosted by the Bioethics Research Library and can be found at:

Materials produced by the National Bioethics Advisory Commission are government documents 
and in the public domain. When citing this document please note the source as Bioethics Research 
Library and the appropriate Digital Georgetown hyperlink

https://bioethicsarchive.georgetown.edu/nbac/

https://repository.library.georgetown.edu/handle/10822/503786
mailto:bioethics@georgetown.edu?subject=RE:%20Digital%20Georgetown%20Article
https://bioethics.georgetown.edu/
https://bioethicsarchive.georgetown.edu/nbac/
hdl.handle.net/10822/559325


 3

NATIONAL BIOETHICS ADVISORY COMMISSION 1 
 2 

HUMAN SUBJECTS SUBCOMMITTEE 3 
 4 
 5 
 6 
 7 
 8 
 9 
 10 
 11 
 12 

Saturday, April 12, 1997 13 
2:00 p.m. 14 

 15 
 16 
 17 
 18 
 19 
 20 

 21 
Crystal City Marriott, Salon E 22 
1999 Jefferson Davis Highway 23 

Arlington, VA  24 
25 



 4
I N D E X 1 

 2 
CHAIR’S WELCOME AND DISCUSSION OF AGENDA     5 3 
-- Dr. James Childress   4 
 5 
REVIEW OF STUDY OF FEDERAL AGENCY PROTECTION OF   10 6 
HUMAN SUBJECTS     7 
-- Dr. Bill Freeman, Ms. Emily Feinstein, Mr. Joel Mangel 8 
 9 
THE ROLE OF ADVANCE DIRECTIVES IN RESEARCH WITH   17 10 
CONGITIVELY IMPAIRED SUBJECTS – UPDATE ON RELEVANT 11 
RESEARCH 12 
-- Prof. Patricia Backlar 13 
 14 
 REVISED PROPOSAL FOR UNIVERSAL PROTECTION OF HUMAN 43 15 
SUBJECTS 16 
-- Prof. Alta Charo 17 
 18 
DISCUSSION OF NBAC’S TASKS IN LIGHT OF BUILDING PUBLIC  49 19 
TRUST, THE ADMINISTRATION’S RESPONSE TO THE REPORT  20 
OF THE ADVISORY COMMITTEE ON HUMAN RADIATION  21 
EXPERIMENTS (ACHRE) 22 
-- Dr. Ruth Faden, Chair of ACHRE 23 
 24 
STATEMENT OF APPLIED RESEARCH ETHICS NATIONAL  25 
 100 26 
ASSOCIATION (ARENA) 27 
-- Dr. Helen McGough 28 
 29 
 30 
 31 
 32 

33 



 5

P R O C E E D I N G S 1 

CHAIR'S WELCOME AND DISCUSSION OF AGENDA 2 

 DR. CHILDRESS:  I thank all of you for coming on a 3 

Saturday afternoon to help us with our work in this important area of 4 

NBAC's work. 5 

 Let me also -- I am glad that Trish could join us, and she will 6 

be -- I know she is not a member of the subcommittee -- will be helping 7 

us in our deliberations later, and welcome to the members of the public.   8 

 And if any of you would like to participate in the public 9 

comment session, it would be helpful if you would give the staff outside 10 

your names.  So we can determine when we might be able to work you 11 

in. 12 

 You will note that I did not build a break into the agenda, 13 

and since we are starting late, it is probably a very good thing.  But if 14 

you need to take a break, get some beverages up here, or find the 15 

restrooms, the restrooms are down close to the restaurant at the far end 16 

of the hall. 17 

 Two things first, and before we turn to the study of the 18 

Federal Agency Protection of Human Subjects and get reports from staff 19 

who have been working quite diligently and effectively in this area, I am 20 

going to pass out for the subcommittee's consideration and subsequent 21 

request the most recent protocol for the study that Dana Miller and 22 

colleagues are conducting of teaching hospital IRBs. 23 

 The design can't be changed.  When I received a copy, it 24 

was already filed, but what Dana Miller would like to have is any 25 
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feedback so that she can then emphasize certain things -- make sure 1 

that certain things are emphasized in the actual interviews.   2 

 So I hope that you will look this over very carefully and 3 

respond to her.  Her telephone number and mailing address are there.  4 

And I also have her e-mail address separate that I could give you at the 5 

end of the session. 6 

 You received from the staff a copy of the Administration 7 

report "Building Public Trust," and that is something we will discuss in 8 

some detail later this afternoon with Ruth Faden, who will be joining us 9 

as soon as she can get her son to his first Little League baseball game of 10 

the season.   11 

 That discussion is, I think, going to be very important, 12 

because the whole question of NBAC's responsibilities and then 13 

especially the task of the Human Subjects Subcommittee -- that depends 14 

a lot on what the Advisory Committee on Human Radiation Experiments 15 

recommended, and now the response from the Administration.  You will 16 

notice that NBAC is sometimes caught in the middle in terms of 17 

responsibilities.  So we will have to determine whether we have set out to 18 

do what needs to be done to meet the expectations expressed by the 19 

Administration in that very important document. 20 

 And then another preliminary point.  We had a discussion at 21 

the last meeting of the subcommittee and then a briefer discussion at 22 

the meeting of the full NBAC on the appropriate response on the part of 23 

the Administration to the Tuskegee syphilis experiment, and in 24 

particular, we focused on the report of the Tuskegee Syphilis Experiment 25 
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Legacy Committee, which was issued May of '96. 1 

 And we made a recommendation to NBAC as a whole to 2 

endorse a Presidential apology to the survivors and to the African-3 

American community for those experiments.  And NBAC approved and 4 

passed on the endorsement.   5 

 And then if you have followed the media discussions 6 

recently four survivors strongly requested a Presidential apology, and 7 

then the White House indicated that actually it already made a decision 8 

to issue such an apology.  And the only thing that remained to be 9 

determined really was a matter of logistics.  When it would occur, under 10 

what circumstances, and so forth. 11 

 So that is being taken care of.  We also recommended to 12 

NBAC that we endorse, for Administration consideration, other 13 

recommendations that appeared in the report of the Tuskegee Syphilis 14 

Experiment Legacy Committee. 15 

 And through some confusion, to which I contributed, about 16 

whether this report had been forwarded in full to the Administration for 17 

its consideration, we decided -- NBAC as a group -- decided to delay 18 

further consideration of this. 19 

 Now, the report, as you will recall, includes recommending a 20 

specially staffed center at Tuskegee, a minority health initiative, training 21 

program for health care providers who are working with communities of 22 

color, and a clearinghouse to help investigators conduct ethically 23 

responsible research. 24 

 I am assuming that, and you can come back to this later, 25 



 8

that the committee will want to re-endorse this recommendation, and 1 

then with the clarification to NBAC tomorrow as to exactly what is 2 

included in the report, since we can't count on everyone having read it 3 

or, if everyone has read it sometime ago, remembering it in detail for 4 

purposes of discussion. 5 

 Then the other part, which really didn't require action on the 6 

part of NBAC, was that the Human Subjects Subcommittee and NBAC 7 

would endeavor to keep this legacy in mind as it approaches the whole 8 

range of research involving human subjects and other topics with a view 9 

toward transforming the legacy. 10 

 And since the important -- and I have discussed this with 11 

others, including Rachel Levinson -- for NBAC and the subcommittee, in 12 

particular, since we often meet separate from the larger group, to 13 

determine further what is being done and also perhaps to make 14 

recommendations for further actions in response to the kinds of 15 

concerns raised by this report. 16 

 We did have a brief report from CDC at a previous meeting, 17 

and it probably would be useful to find out more about that.  In addition, 18 

and this is one thing that we can get at in our next discussion, whether 19 

the study of the agency compliance with the common rule actually 20 

addresses so far this kind of issue.   21 

 And that is another thing I would appreciate your 22 

addressing when we get to that.  And -- deal with the vulnerability/justice 23 

issues of the minority communities play an important role in our 24 

reflections. 25 
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 Okay.  Any comments, questions on what has been raised so 1 

far for consideration?  All right.  Let's turn to review of the study of 2 

Federal Agency Protection of Human Subjects.   3 

 Bill Freeman, Emily Feinstein, and Joel Mangel are all here 4 

and have already, as I mentioned, been conducting a very important 5 

Phase I study.  I had the opportunity to join them in their discussion with 6 

OPRR this past week, and I found it to be a most fruitful and illuminating 7 

session.  Long, about three-and-a-half hours, as I recall.  So long, but, 8 

nevertheless, very valuable. 9 

 So as some of -- I know Diane Scott Jones has expressed a 10 

strong interest in participating in one or more of these, and I know 11 

others will be interested as well.  So Emily is going to provide -- in case 12 

you failed to get it on e-mail, or left it home as I did -- a schedule of the 13 

meetings for next week. 14 

 In addition, I would recommend -- Arturo and Eric, and 15 

Trish, too, if you would be interested -- that you folks indicate to the staff 16 

when you might be in D.C. over the next several weeks and have some 17 

time before or after a meeting, let's say, and they might be able to 18 

schedule one of their interviews during that period.   19 

 I think it would be helpful to the subcommittee in 20 

preparation of the final report or in responding to the draft that will be 21 

prepared to have this first-hand experience in Phase I and subsequent 22 

phases as well. 23 

 All right.  I will turn it over to you three, and thank you very 24 

much in advance for all that you have already done. 25 

26 
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REVIEW OF STUDY OF FEDERAL AGENCY PROTECTION 1 

OF HUMAN SUBJECTS 2 

 MS. FEINSTEIN:  Well, since you brought it up, I will begin 3 

with telling you when the meetings are scheduled:  April 17, that is this 4 

coming Thursday, at 9:30 a.m., we are going to the Department of 5 

Veterans Affairs.  At 2:00 p.m. on that same afternoon, again that is 6 

Thursday, the 17th, we are going to the Department of Justice.   7 

 And the following day, Friday, the 18th, at 1:30 p.m. is 8 

Housing and Urban Development.  So that is all we have scheduled in 9 

the coming weeks.  We are planning on scheduling more interviews, 10 

depending on when Bill Freeman is in town.   11 

 Jim Childress suggested that if you contact me and tell me 12 

when you may be coming into Washington, we can try to coordinate 13 

everyone's schedule.  So if you have a preference of a meeting you would 14 

like to go to, and you tell me ahead of time, I can try to take that request 15 

into account when I schedule it. 16 

 DR. CHILDRESS:  Thanks. 17 

 DR. FREEMAN:  You all have several things, as well as a 18 

brief progress report, that gives the -- in your packets -- it is very brief.  I 19 

will read it.   20 

 First of all, it was final draft protocol, final before the IRB 21 

reviews it, and we pilot test it.  We have already interviewed Defense, 22 

Education, Energy, and within HHS, FDA, NIH, OPRR, and just yesterday, 23 

CDC. 24 

 You also have in your packet, just the subcommittee 25 
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members for this subcommittee, the data collection form, which is about 1 

as thick as the original protocol, have it just for your information, not 2 

suggesting or requiring that you read it front to back.   3 

 But if -- and there is a cover memo of how to sort of read -- 4 

go through it -- but if there is a particular question in the survey of Phase 5 

I that you are interested in, you might want to go look at that same -- in 6 

the data collection instrument.  What are our options that we check off?  7 

It is data based.   8 

 And if it is not -- if you think we should have it different to 9 

capture a different set of information or options, let us know.  It still 10 

might be possible to change. 11 

 We haven't developed the data instrument yet, the Phase II.  12 

That is actually going to be part of the pilot testing, to find out what does 13 

it appear -- kind of information that we get. 14 

 As Dr. Childress said, he has been at one.  It was very 15 

productive actually, I think, to have him there.  He asked good questions 16 

as well as us, and it both made the presence of the Commission to the 17 

people that were being interviewed, as well as, I think, gave a good 18 

experience of what is the complexity of the federal government. 19 

 You may wonder what is the lesson so far.  It is too early to 20 

say what are the results of the survey.  But, certainly, I have been 21 

impressed with how incredibly complex -- and I am a federal bureaucrat -22 

- how incredibly more complex than I thought -- the federal government 23 

is as I go to different agencies I am not familiar with. 24 

 Secondly, we indeed found that there is a variation in what 25 
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organizations are doing in the federal government to implement the 1 

Common Rule.  Much more positively is that many of the ones that we 2 

have interviewed do have -- are doing things in an inventive way that 3 

solve problems and that other parts of the federal government may not 4 

know about and may be very appropriate. 5 

 So one of the functions of this report from the Commission 6 

may be, in fact, to help the federal government find out what the federal 7 

government is doing in a productive and positive way and what they can 8 

learn from their sister, as the phrase goes, their sister agencies. 9 

 Any questions about the survey? 10 

 DR. BRITO:  How do you go about -- when you set up the 11 

appointments, are they aware of who is coming?  If there is somebody 12 

from the NBAC coming, etc.  And then do you think that poses any 13 

problems in terms of not being totally direct or honest with you? 14 

 MS. FEINSTEIN:  I tell them at the outset that we have 15 

invited the members.  So there is a possibility that they will come and 16 

that the three of us will be there.   17 

 I send them an information sheet with a list of the questions 18 

and an explanation and a list of the roster.  And I tell them, call me if 19 

you have any questions.  There is a possibility one of our subcommittee 20 

members will attend.  And they seem very comfortable.   21 

 I have really tried to make it seem that we are coming with a 22 

positive spirit and this is question/answer.  There isn't interrogation.  23 

And they can bring anyone they want to the meeting.  Almost all of them 24 

have brought other people on their staff, and their agency has helped 25 
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them to fulfill the answers or to supplement policies. 1 

 DR. BRITO:  And who is it you are interviewing at each of the 2 

-- you know -- what level --- 3 

 MS. FEINSTEIN:  The person we are calling is the person 4 

who has been designated by the agency.  We wrote a letter November 11 5 

to the Secretaries actually asking them to designate who was responsible 6 

in their agency for speaking on behalf of them in the implementation of 7 

specifically their Common Rule. 8 

 And it has varied from agency to agency who that person is.  9 

But as a start, that is where we have been entering and then suggesting 10 

to them whoever they work with and feel is someone who would be 11 

beneficial to the interview to come along. 12 

 DR. FREEMAN:  Yet the question about intimidation and so 13 

on is answered in other ways as well.  By the way, if we find out ahead of 14 

time who from the Commission will be coming, we will let them know as 15 

soon as we find out.  So that is not a problem. 16 

 But we explain what we foresee happening is that the report 17 

is going to be like a grid.  There will be the organizations, the 18 

departments and so on, down the left-hand side, and then it is going to 19 

go on forever, I think, columns of has this particular organization done 20 

something or not? 21 

 We also explain that, as Emily just said, that we are actually 22 

hoping this is going to be a positive experience.  This has been 23 

communicated to us from the Committee.  It fit in with our own ideas. 24 

 They will get a copy of our draft of their department for 25 
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corrections and comments and so on.  And that when we do that, we will 1 

also offer the staff just our own suggestions from having interviewed 2 

everyone else about things that might be helpful to them.   3 

 They don't have to, you know, take it or not, but it will be 4 

making it again more of a learning experience than it would be 5 

otherwise.  And we hope that the Commission will send a copy of its 6 

report to each of the people that we interview, again, for that sort of 7 

feedback loop of the Commission actually helping organizations. 8 

 And, so far, even in situations where there might -- one 9 

might think there would be concern on the part of the agency about what 10 

it had not done -- the agency did not seem intimidated or defensive. 11 

 DR. BRITO:  Thank you. 12 

 DR. FREEMAN:  We have another item in your packet that I 13 

would like Emily to talk about, a request, and this is for a decision 14 

perhaps by the subcommittee of a Phase -- oh, excuse me. 15 

 MS. FEINSTEIN:  Yes, it is a single page --- 16 

 DR. CASSELL:  Do you have questions to find out where they 17 

learn how to do what they do? 18 

 DR. FREEMAN:  We ask more in Phase II about the training 19 

and education of the people who are doing things.  It turns out that there 20 

are lots of people involved in protecting human subjects. 21 

 For example, if we are talking about grants and contracts, 22 

the people who review the grants and contracts in the, say, NIH, CDC, 23 

you name it, office have to know that this is a grant or contract of 24 

research that involves human subjects and then to make sure that either 25 
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the institution's IRB has done its thing, has reviewed it, or if not, that it 1 

gets kicked back to, say, OPRR, and so on.  It is actually even more 2 

complex at CDC, as I found out. 3 

 All these people have to know enough about protecting 4 

human subjects and their role in it for the system to work.  And, yes, we 5 

do ask about that, and as you would not be surprised, that there is 6 

variation in how much training there is. 7 

 MS. FEINSTEIN:  -- proposal for a third phase.  This is 8 

actually an idea that we began with at the beginning and weren't sure if 9 

our resources would be sufficient and how much data collection would 10 

be necessary.  But we think that our information would be incomplete if 11 

we don't include the users of the federal system.   12 

 And that means federal employee researchers and IRBs 13 

working at large research institutions and universities that have to deal 14 

with either being regulated by agencies like the FDA or working with the 15 

government on different levels. 16 

 And what we thought would be a way of maximizing our 17 

information and minimizing our resources that are needed is to send out 18 

not a survey specifically, meaning it won't need, hopefully, OMB 19 

approval, but a solicitation of response, both positive and negative, with 20 

the experiences that the researchers and the IRBs have had. 21 

 This way, we can get some feedback information from 22 

outside the government that will supplement the work we are doing 23 

inside the government.  Because the system is really more complex that 24 

just what we have begun with, and I think we will find a lot of interesting 25 
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suggestions and possibly loopholes or things the government is doing 1 

wrong that the government itself can't see through this final phase. 2 

 We are proposing to have it done by July or August to 3 

include in the final report.  We don't think it will take more than perhaps 4 

another staff member to help us with the data.  We are proposing it to 5 

you for approval or comments or --- 6 

 DR. CHILDRESS:  Unfortunately, we don't have enough 7 

people here to --- 8 

 MS. FEINSTEIN:  To do that. 9 

 DR. BRITO:  How many more people do we need? 10 

 DR. CHILDRESS:  We need one more. 11 

 MS. HYATT KNORR:  They will be here. 12 

 MS. FEINSTEIN:  That is fine.  We won't be able to begin it 13 

until we have done at least a month or two more of work on what we 14 

have already begun. 15 

 DR. FREEMAN:  I thought you were going to say, we won't 16 

need to do it for at least another hour or so.  Some background about 17 

that.   18 

 As you remember from the Advisory Committee on Human 19 

Radiation Experiments, they did something similar to institutions, IRBs, 20 

as well as radiation researchers and radiation professional societies.   21 

 And it was more -- although the one for IRBs was supposed 22 

to be a generic anything about protection of human subjects, because it 23 

was both who sent it out, as well as some other questions they asked, 24 

most of the responses concerned the radiation.   25 
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 We have also received some spontaneous -- the 1 

Commission, that is -- has received spontaneous letters from people.  My 2 

understanding is that one of them will present today.   3 

 With Randy Hull's assistance, we went through what we have 4 

received, as well as what the Committee on Radiation Experiments got, 5 

and just as an example, and they only got 25 responses.  I think we 6 

would get more, especially if we do it with the appropriate letter.   7 

 But just about a third of the things that they 8 

-- topics -- just to talk about things that were somewhat new to me and 9 

may be new to you:  ongoing monitoring of research to brief subjects on 10 

research.   11 

 Find out what matters to research subjects defined by their 12 

perception, as well as by what professionals think is important to them.   13 

 Require certification of every researcher before touching or 14 

involving a human subject.  The institution, for instance, might be 15 

responsible for certifying.  They have to go through some sort of a 16 

training program, researcher. 17 

 DR. CASSELL:  Who is this -- what is the source of this? 18 

 DR. FREEMAN:  These are from the letters that came back 19 

from the Radiation Committee, as well as from things that this 20 

Commission has received, different ones.  National registration of all 21 

studies involving research on human beings.   22 

 Reviewing the adverse event reports.  Current mechanisms 23 

do not help figure out whether the adverse event signifies something or 24 

not.  A data safety monitoring board -- control current clinical trials was 25 
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one suggestion. 1 

 Then the other trial based on clinical equipoise.  That was 2 

something that I hadn't heard of before.  Ongoing review of data.  And for 3 

Phase I and Phase II trials as well. 4 

 I am not sure that all these ideas are some the Commission 5 

would want to adopt, but these are ideas that are coming from the field 6 

and that I have not -- like I say -- I have not heard some of them. 7 

 The number of research protocols has increased 30 times in 8 

30 years.  That is significant.  And just one other one again, these are 9 

only about a third of what was received.  Maybe on-site visits every three 10 

to five years like the -- what is it -- the American Association for 11 

Accreditation of Laboratory Animal Care does for animal use. 12 

 My point is I think there will be good stuff coming.  There 13 

are things that we may not have thought about -- coming in -- if we do 14 

this. 15 

 DR. CHILDRESS:  Other points you would like to make at 16 

this juncture?  Any other questions?  Okay.  Again, thanks very much for 17 

all the time and energy you are putting into this, and we look forward to 18 

continuing to work closely with you as it evolves.  Thank you. 19 

 Since Alta, who was scheduled for the next discussion, is 20 

not yet here, let me turn to -- take advantage of Trish Backlar's presence 21 

with us today.  You will recall that one of the areas that we are focusing 22 

on and have at our previous subcommittee meetings is research 23 

involving cognitively impaired subjects. 24 

 Given Trish's interest in this area, and expertise in this area, 25 
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we had expressed the hope that she might be able to join our 1 

subcommittee, at least on occasion, to discuss some of these matters 2 

with us. 3 

 So I would like to take just a few minutes for her to help 4 

focus on something that has come up in the discussion of cognitively 5 

impaired subjects, but we have not really addressed.  So it is a chance 6 

basically to inform us of what you take to be some of the key issues 7 

surrounding the use or possible use of advance directives. 8 

 DR. CASSELL:  One moment before you -- what is clinical 9 

equipoise? 10 

 DR. FREEMAN:  In some research, ethicists, bioethicists, it 11 

is a justification for a clinical trial where the researcher or the person 12 

recruiting the subject feels that either side of the trial, either arm of the 13 

trial, there is no way to distinguish between them. 14 

 DR. CASSELL:  Gotcha. 15 

 DR. CHILDRESS:  The late Benjamin Friedman did a nice 16 

piece, as I recall, in the New England Journal of Medicine that dealt with 17 

it, not simply for the individual researcher, but also for the research 18 

community as a whole. 19 

 DR. FREEMAN:  This is justification for clinical trials. 20 

 DR. CHILDRESS:  Yes.  So if you don't meet that condition, 21 

then it wouldn't be justified to go forward.  Trish. 22 

THE ROLE OF ADVANCE DIRECTIVES IN RESEARCH WITH  23 

COGNITIVELY IMPAIRED SUBJECTS--UPDATE ON RELEVANT RESEARCH 24 

 PROF. BACKLAR:  Well, in response to something you 25 
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brought, of course, you have discussed this a little bit already and that 1 

you did with Jack Schwartz and their working group, the Maryland 2 

Working Group of the possibility of doing a research advance directive. 3 

 And I see you have down here "Update on Relevant 4 

Research," and I presume you mean research on research advance 5 

directives.  The only research that I actually have come across that you 6 

might begin to put in that category might have been Greg Sach's (?) 7 

research with patients with dementia.  Some of the issues that I bring up 8 

certainly will be based on some of his findings. 9 

 I wish that Laurie Flynn was here and some of the other 10 

people who were at your last discussion on this subject so that we could 11 

flesh it out a little bit together. 12 

 DR. CHILDRESS:  Right.  We will have to rely on the 13 

transcript then and informal discussion. 14 

 PROF. BACKLAR:  Right.  And actually I am glad Alex is 15 

here, because he made some very interesting remarks as you discussed 16 

this subject.   17 

 My own interest in advance directives, and knowledge is 18 

based in advance directives, for psychiatric treatment, and I am just 19 

about to begin an (?)-funded study on -- actually the first study on 20 

advance directives for psychiatric treatment , which is going to take place 21 

in Oregon, because we have a legal document for this. 22 

 And based on that work, there are certain aspects of an 23 

advance directive, research advance directive, that I think are necessary 24 

to understand if they would work at all. 25 
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 One is you have to start with the issues, and I would look at 1 

this -- there was some discussion that Laurie brought up, that you 2 

brought up for Laurie -- she was not there -- in which she was concerned 3 

that we would look at research advance directives for cognitively 4 

impaired persons under that one term, and Alex, you brought up 5 

something.  You questioned this.   6 

 I can't remember your exact words, because I wasn't there, 7 

and I only read the transcript.  But I have some concern about this, too, 8 

and certainly, if I was to develop a hypothetical research advance 9 

directive, I would have to start to do one for what I would call persons 10 

with cognitive impairments due to psychotic disorders. 11 

 And then I would like to look at that and see how it might 12 

work for others.  But I would base this on the beginning that there would 13 

be some capacity to enter into participation in an advance directive. 14 

 And so the first issue then is actually capacity to engage in 15 

participatory planning.  And I have a list here, which I am not going to 16 

read out to you, but which -- that are necessary components to be able 17 

to engage in anticipatory planning. 18 

 At the same time, I think we also need to look at what Paul 19 

Applebaum (?) has written about this, and that is, that we, in fact, have 20 

no agreement about how much impairment we, as a society, are willing 21 

to tolerate before we consider somebody incompetent.   22 

 So that makes it a little bit tricky, and I would love to urge 23 

this Commission to perhaps look further into what Applebaum suggests 24 

as a task of a normative analysis of the elements of competence to the 25 
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point at which persons should be considered incompetent.  And actually 1 

this is extremely important for this particular population that has 2 

fluctuating capacity.   3 

 But going from -- then that leads one into my next point, in 4 

which presuming that one might find that the subject certainly had an 5 

ability to assent to participate in some kind of research and that they 6 

had participated in some discussion that gave them -- that brought them 7 

to that point -- an advance directive, a research advance directive, for 8 

this particular population really would not work unless they had 9 

appointed a proxy decision-maker. 10 

 And that is my next point is in terms of Jack Schwartz and 11 

the confusion of that discussion about surrogate decision-makers, 12 

something different from a proxy decision-maker, families in Maryland 13 

were not permitted -- I would see it in quite a different way. 14 

 And that is, the proxy decision-maker should be -- I want to 15 

go back for one minute -- because the capacity to appoint a proxy 16 

decision-maker is actually much easier for somebody who may have 17 

fluctuating capacity to do than to make detailed instructions about 18 

future research. 19 

 And any kind of instructions that are to be made in the 20 

future are much more difficult than making in the present, and certainly, 21 

with the population who may have difficulty in abstract thinking.  22 

Whereas this population is very likely, as Sach's research showed, to 23 

know -- to be able to know who they trust, who they have known for a 24 

long time, who they feel could make decisions for them in a time when 25 
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they might not be able to make decisions. 1 

 So, therefore, I think -- I submit that a research advance 2 

directive that did not have -- include the appointment of a proxy 3 

decision-maker really -- for this population -- just would not work. 4 

 And then there would be certain aspects -- certain things 5 

that -- and a proxy decision-maker should be willing to do.  And shall I 6 

just go through my list or shall I start to -- are you ready for me to go on 7 

a little bit more?  I can't tell if you want me to cut short. 8 

 DR. CHILDRESS:  No, continue.  Not indefinitely, but --- 9 

 PROF. BACKLAR:  No, no, no.  If I describe what I think that 10 

the proxy ought to be involved with, this begins to give some shape to 11 

the -- to how I see such a research advance directive. 12 

 A proxy chosen should -- a proxy decision-maker should be a 13 

proxy chosen, known, and trusted by the principal, but the principal's 14 

health care provider and research investigator are excluded from such an 15 

appointment. 16 

 A proxy who appreciates and respects the principal's values.  17 

A proxy who has been educated about and recognizes the duties of 18 

surrogate decision-making.  A proxy who is willing and capable to 19 

commit to these duties.   20 

 And this includes monitoring the effect of research 21 

participation upon the principal.  A proxy who is willing to overrule the 22 

principal's prior competently made instructions in order to prevent harm 23 

to the principal, and that may be some argument. 24 

 And if the principal should be uncooperative, drop out of the 25 
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study, for example, due to a drug wash-out period, a proxy, who in 1 

cooperation with the principal's private physician, is willing and capable 2 

of ensuring that the principal is provided with appropriate follow-up care. 3 

 And that also the issue with the proxy and insisting that a 4 

proxy be part of the working research advance directive, one has to take 5 

into account that there are many individuals in the population of persons 6 

who have psychotic disorders who may not be able to appoint an 7 

appropriate proxy decision-maker. because many of these 8 

-- some of these people have very limited or non-existent social networks. 9 

 But the last point about the follow-up care, which would 10 

lead us into acceptable levels of risk, and I don't feel at this point that 11 

this is something that I wish to get into, but I did make four interim 12 

recommendations, which eventually go to look at that. 13 

 The one aspect, though, of the minimal risk, as defined by 14 

the Department of Health and Human Services, is that it would be that, 15 

as everybody knows, ordinarily encountered in one's daily life.  But 16 

minimal risk for an individual with a psychotic disorder like 17 

schizophrenia is quite a considerable risk in itself.   18 

 Even with treatment and anti-psychotic medication, the 19 

everyday risks encountered by persons with such disorders are likely to 20 

be far more hazardous and dangerous than those experienced by the 21 

average person.  And I think that needs to be taken into account when 22 

you are evaluating minimum risk for this particular population. 23 

 The recommendations are that (1) a research advance 24 

directive should be employed only if an appropriate proxy decision-make 25 
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has been appointed and that the proxy is capable of monitoring the 1 

effects of the research participation; 2 

 (2) that a research subject's refusal to participate in a 3 

research protocol, whatever her capacity and whatever her prior decision 4 

may have been, must be honored at all times, and in order to prevent 5 

harm to the principal, the proxy has the authority to overrule the 6 

principal's prior competently made instructions. 7 

 There should be adequate provisions for after care should 8 

the principal be compensated, etc., etc. and during the course of the 9 

study, the subject should be followed by her private physician, however 10 

one wants to term that.  Because I don't mean "private" in the sense paid 11 

for by herself, presuming that she is receiving her services funded by 12 

Medicaid, which is more than likely, or Medicare. 13 

 The private physician should have no relationship whatever 14 

with the research protocol and only be concerned with the patient's well-15 

being and best interests.  And that should the subject become incapable 16 

of making decisions for herself in regard to the study and her after care, 17 

the proxy and the private physician should work closely together to 18 

ensure the subject's welfare. 19 

 There should be -- research that is devoid of direct or 20 

potential benefit to the subject would be unacceptable.  That the issue of 21 

the proxy and the private physician working together is very much at the 22 

heart of advance directives or anticipatory planning for psychiatric 23 

treatment.   24 

 It is very much understood by many of us that people with 25 
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these disorders may make -- should make their own decisions, but they 1 

are not in a separate situation and that one wants to use the advance 2 

directive for cooperative work amongst the patients, or the consumer as 3 

they are known, and their surrogate decision-maker and their provider. 4 

 DR. CHILDRESS:  Thanks.  You have raised a number of 5 

important issues.  Obviously, given the time today, I won't be able to 6 

pursue them at any length.  Maybe the term rather than proxy, maybe 7 

the better term is personal. 8 

 DR. CASSELL:  Well, how about -- what Alan Guttentag (?) 9 

says is the attending physician, person's attending physician? 10 

 PROF. CAPRON:  What were the two adjectives? 11 

 DR. CASSELL:  Personal or attending physician. 12 

 PROF. CAPRON:  I thought you said "versus." 13 

 DR. BRITO:  As opposed to private. 14 

 PROF. CAPRON:  Oh. 15 

 DR. CASSELL:  Trish, do you believe somebody who has not 16 

got the competence to choose a surrogate has the competence to 17 

consent? 18 

 PROF. BACKLAR:  Actually, I think that I sort of addressed 19 

that.  Thought it is a little bit tricky, I think somebody may have the 20 

capacity to assent, and I am not certain that I am ready to define the 21 

difference between assent and consent.   22 

 I am looking at assent in a sort of much simpler fashion 23 

than consenting to a research protocol.  I think somebody might be able 24 

to say, yes, they would like to be in it, or no, they don't want to be in it.   25 
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 But I think it is far more likely that they will have the 1 

capacity to know who they would trust to make decisions for themselves.  2 

They may not know they don't have the capacity to make decisions for 3 

health care, but they certainly very likely to know who they trust. 4 

 PROF. CAPRON:  But what Eric was asking is the other way 5 

around. 6 

 PROF. BACKLAR:  I am sorry. 7 

 DR. CASSELL:  Here is somebody who you are accepting 8 

their consent.  But assent is a different thing than consent.  You are 9 

accepting their consent, but they haven't got the capacity to appoint a 10 

surrogate or have a surrogate.  I would have trouble with that. 11 

 PROF. CAPRON:  You are saying that it is simply an unlikely 12 

circumstance. 13 

 DR. CASSELL:  No, I don't think it is so unlikely.  I think one 14 

of the things we are talking about is the protection of a group of patients 15 

-- a group of people, where the issue of consent and backing out and so 16 

forth are very, very crucial. 17 

 PROF. CAPRON:  No, by unlikely, I meant you thought it 18 

would be unlikely to be justified to go 19 

ahead --- 20 

 DR. CASSELL:  Yes.  Correct. 21 

 PROF. CAPRON:  That anyone who lacks the capacity to 22 

appoint a surrogate --- 23 

 DR. CASSELL:  -- a surrogate should not be a research 24 

subject. 25 
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 PROF. BACKLAR:  Right. 1 

 PROF. CAPRON:  Should not -- would not be judged to have 2 

the capacity to give consent. 3 

 DR. CASSELL:  Correct. 4 

 PROF. CAPRON:  And then you have the second question:  5 

Can consent be given for them by someone?  Not collapse those two. 6 

 DR. CASSELL:  Yes.  Correct. 7 

 PROF. CAPRON:  And I can imagine a circumstance in which 8 

a person's particular psychiatric problem makes them unwilling to put 9 

themselves in the hands of someone else and, therefore, unable to 10 

appoint a surrogate, but able to judge a particular research protocol, 11 

depending on what the risk of it is, and they are willing to --- 12 

 In other words, they are unwilling to give someone blanket 13 

permission, because they are afraid of what will happen, if that happens, 14 

but they are willing to sit down with a researcher and talk about 15 

something and say, yes, I will agree to that.   16 

 And they would have capacity that you wouldn't say would 17 

be suspect.  You know, it doesn't really exist for research -- is that a fair -18 

-- 19 

 DR. CASSELL:  But it is the later period of the research that 20 

we are really talking about. 21 

 PROF. BACKLAR:  Right. 22 

 DR. CASSELL:  You see, what we are really trying to do is 23 

protect them in the event of. 24 

 PROF. BACKLAR:  Right. 25 



 29

 PROF. CAPRON:  Well, as I say -- as I say -- if later they are 1 

no longer to -- on this assent issue, I would like -- I think it would be 2 

helpful if we spent a moment just -- if the term is going to be used -- I 3 

have always understood assent to really put the emphasis on dissent, 4 

that is to say, to talk about assent is to say you need the legal 5 

permission and the moral permission actually, but the legal permission, 6 

of someone other than the subject to go ahead.   7 

 But by talking about assent, we say, even if that person has 8 

agreed to the research, the subject, in being asked for assent, is being 9 

asked, do you agree to go along?  And it is different than consent, which 10 

also has its negative of non-consenting, in that that agreement alone 11 

from the subject is not going to be sufficient. 12 

is that a fair statement? 13 

 PROF. BACKLAR:  Yes, I think it is a fair statement.  14 

Because if the subject doesn't give assent at any time, if they say no, 15 

they go.  They don't have to stay, and we can't keep them --- 16 

 PROF. CAPRON:  Right, right. 17 

 PROF. BACKLAR:  I want to go back to this issue of the 18 

proxy, though.  I think the issue is that even if somebody can make a 19 

decision and is in a situation where they have, or for paranoia, whatever 20 

reasons, are unable to appoint, I think I would feel that I would not want 21 

that person to be in a study.  I wouldn't want to include them into the 22 

research advance directive.  And that is why I am --- 23 

 PROF. CAPRON:  So you would answer Eric by saying no.  If 24 

they don't have the power, the capacity, to appoint a surrogate, then 25 
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they don't have the capacity to consent to the research. 1 

 PROF. BACKLAR:  Well, I am seeing this as a tool to protect 2 

people who have psychotic disorders in research.  Yes. 3 

 DR. CHILDRESS:  We can take one or two more comments. 4 

 DR. BRITO:  But what happens if -- what Alex was saying 5 

earlier -- what happens if there is a situation where someone doesn't 6 

have the -- not necessarily capacity -- but doesn't have the trust or what 7 

have you to appoint somebody but, later on, wants to be involved in the 8 

research?   9 

 So you are saying you are going to exclude them.  And let's 10 

say that this research may possibly benefit this person.  So you are 11 

saying because they did not initially have the capacity or desire or ability 12 

to initially appoint somebody, they would not -- therefore, they are 13 

excluded from later? 14 

 PROF. BACKLAR:  If you are going to use a research 15 

advance directive as your tool, my concern again is even if it is research 16 

that will benefit them, the very nature of research, like planning for end 17 

of life, where there is an element in this of circumstances that are 18 

unknown, the definition of research means that you don't know how it is 19 

going to be and what is going to happen, however well you plan it, and 20 

might contend --- 21 

 And perhaps you might have a study, for instance, in which, 22 

like the AIDS studies, in which there is absolutely nothing else -- and I 23 

feel very concerned whenever I talk about this -- you have brought up the 24 

most important part of it -- I have to think about clozapine and how we 25 
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got clozapine in this country. 1 

 And as far as I know, from what I understand, we didn't do 2 

research on clozapine actually directly here.  It was done elsewhere.  3 

Other people went through that.  We did do research on clozapine, but 4 

not that early research.  It was many years before it was brought to this 5 

country. 6 

 And I think of all the people who have benefited from that 7 

clozapine, that drug.  So I feel very concerned about absolutely having 8 

some kind of regulation or some kind of tool that would not admit people 9 

to some kind of research where there was nothing else and that that was 10 

what they -- that would be potential direct benefit to them. 11 

 But, again, because of the psychotic disorder aspect of this, 12 

you need to have some kinds of protection.  Certainly, when I talk about 13 

the after care, it was something that was never discussed by Jack 14 

Schwartz.  It was a glaring, to me, a glaring omission. 15 

 You need to have other kinds of protections in place so that 16 

if you didn't have -- you have to have some kind of a proxy. 17 

 DR. CHILDRESS:  Last comment. 18 

 PROF. CHARO:  Just as a matter of clarification perhaps, 19 

and I would like to first preface it with an apology to everybody for 20 

coming late -- I was absolutely unavoidably detained, Alex along with me 21 

-- and so I am just a bit at sea, the significance of what you are 22 

proposing here. 23 

 Are we discussing --- 24 

 DR. CHILDRESS:  No.  This was simply to take advantage of 25 
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Trish's presence to deal with an issue that we have raised, but not fully 1 

addressed, and she has particular insight into. 2 

 MR. CHARO:  So what you are describing is the use of 3 

advance directives as one of several tools by which people are enrolled in 4 

trials?  Or are you talking about advance directives as the sole way in 5 

which people with cognitive or emotional impairments are enrolled in 6 

trials? 7 

I just want to understand --- 8 

 DR. CHILDRESS:  What is your perspective on that one? 9 

 PROF. BACKLAR:  Well, this is a good question. 10 

 DR. CHILDRESS:  It is not the sole way. 11 

 PROF. BACKLAR:  I am submitting that research advance 12 

directives for this particular population, persons who have cognitive 13 

impairment due to psychotic disorders, fluctuating, that this may be a 14 

way to put in place the kinds of protections that we do not, at the 15 

moment, have. 16 

 PROF. CHARO:  So it would be an added tool.  It would not 17 

be to supplant any of the existing means by which people are enrolled, 18 

for example, in minimal risk or in things where --- 19 

 PROF. BACKLAR:  Well, I also brought up the issue, of 20 

course, with minimal risk with this particular population, as you know -- 21 

(inaudible). 22 

 PROF. CHARO:  I will yield to the transcript.  I apologize.  I 23 

am sorry for being late. 24 

 PROF. CAPRON:  I feel --- 25 
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 DR. CHILDRESS:  Last comment. 1 

 PROF. CAPRON:  This is also for clarification.  Were you 2 

suggesting that the only type of advance directive then is the 3 

appointment directive, the naming of the agent? 4 

 PROF. BACKLAR:  No.  In fact -- no. 5 

 DR. CHILDRESS:  I am glad you raised it, because it did 6 

sound that way to me as well. 7 

 PROF. BACKLAR:  I am sorry. 8 

 PROF. CAPRON:  Then I am glad to have the chair agree 9 

that --- 10 

 PROF. BACKLAR:  And, in fact, I left this out because I was 11 

in a rush.  I was going to describe what an advance directive is and that 12 

usually the format for making it out falls into two parts:  one is the 13 

direction and the other is the appointment of a proxy.  No, of course, I 14 

very much would want the direction. 15 

 PROF. CAPRON:  But would you accept that without the 16 

designation of a proxy? 17 

 PROF. BACKLAR:  No. 18 

 PROF. CAPRON:  All right. 19 

 PROF. BACKLAR:  And I would accept the designation of a 20 

proxy with very little direction. 21 

 PROF. CAPRON:  And could I have just one more point of 22 

clarification?  Even with the advance directive and the proxy as part of 23 

this, does the patient always retain a right, no matter what his current 24 

mental state is, to say, at that point, no? 25 
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 PROF. BACKLAR:  Yes, I made that very clear.  Absolutely.  1 

At any point.  And whatever that person had ever said before is out. 2 

 DR. CHILDRESS:  Well, thanks very much for sharing this 3 

with us, and obviously, you have raised some very important issues that 4 

will be a critical part of what we try to develop in the area of dealing with 5 

the whole range of cognitive impaired subjects.  So you have one 6 

particular sub-population in mind today. 7 

 And welcome to our three members who came in during the 8 

discussion and provide us with a quorum so we can actually go back and 9 

vote on something that appeared earlier, or two things.  Let's just do that 10 

now and those two things will be out of the way. 11 

 Bill, would you like to -- or Joel -- I think Bill has presented it 12 

-- say a bit about what your recommendation for adding a Phase III, 13 

which appears in the material that you received, I guess, in the most 14 

recent mailing.  And this is under the -- this is the sheet for those who 15 

are looking through their materials for it. 16 

 DR. FREEMAN:  It is called both Phase III and the second 17 

part. 18 

 DR. CHILDRESS:  Right. 19 

 DR. FREEMAN:  Is that right?  It is somewhat confusing.  20 

Proposal for the second part of the -- (inaudible) -- of limitations. 21 

 DR. CHILDRESS:  Right. 22 

 DR. FREEMAN:  The reason is that there are two phrases in 23 

the first part.  Emily presented.  So I will ask you --- 24 

 MS. FEINSTEIN:  Are you deferring to me again? 25 
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 DR. FREEMAN:  Yes. 1 

 MS. FEINSTEIN:  Okay.  This is a proposal for adding an 2 

additional leg of our survey, which is meant to solicit recommendations 3 

and responses from users of the federal IRB system, that is, federally 4 

employed researchers, researchers doing intramural research, and non-5 

federal IRBs and other groups that are using or interacting with the 6 

federal agencies, either through regulation or through shared research. 7 

 And we think that because this is such a large area that is 8 

extended just beyond the scope of what our original survey is, it will end 9 

up adding beneficial comments in terms of suggestions for improving 10 

the federal government system, suggestions for improving protections 11 

outside the federal government system, and it will be a survey that will 12 

take a lot less resources of time and energy than we originally 13 

anticipated if we do it in terms of mailing out letters.   14 

 Say if you mail out 4,000 letters to researchers and IRBs, 15 

we will probably -- is 4,000 the number we came up with? 16 

 DR. FREEMAN:  Five. 17 

 MS. FEINSTEIN:  Five thousand.  We are expecting that we 18 

won't get that many letters back.  The ACHRE, the Advisory Commission 19 

on Human Radiation Experiments, received 25 letters in total, which isn't 20 

an unmanageable number.  We are hoping to do better than that. 21 

 DR. CHILDRESS:  But this is viewed primarily as a 22 

qualitative study that would provide suggestions, ideas, and so forth. 23 

 MS. FEINSTEIN:  Uh-huh. 24 

 DR. FREEMAN:  It is more than -- it is a qualitative study.  It 25 
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is not, in any way, a sampling that would be sufficient to use.  We would 1 

get an idea, I think, of some -- if there are some major issues that are 2 

said by a large -- by some proportion -- but we would also be looking for 3 

even just one example of something that we haven't thought about that 4 

had -- that was an original idea that makes sense. 5 

 I had read -- I will not read again -- some of the feedback 6 

that the Advisory Committee had received, as well as that we have 7 

received -- I put them altogether in a list -- of specific topics.   8 

 It did look to me like it would be worthwhile -- we already 9 

have some good results from that.  We would probably get more good 10 

results with a better -- I won't say better -- with a different kind of 11 

mailing. 12 

 PROF. CAPRON:  I wonder whether any of the ideas that 13 

have been floated already or that you may have begun to pick up from 14 

the agencies about changes that would be desirable could be included in 15 

the study as a way or provoking more thought and reaction from the 16 

IRBs. 17 

 If people are getting a letter which basically says:  You have 18 

an IRB.  How are things going?  You got any comments about the federal 19 

government?  I can understand why you would expect a fairly low 20 

response rate.   21 

 Although labeling it a qualitative study rather than a 22 

quantitative study has the advantage that you obviously don't want to 23 

throw the study out as you are planning it, because anything would just 24 

lower the response rate, would otherwise be regarded as not worth 25 
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doing, you are saying, well, we are just looking around.  Does anybody 1 

have any ideas? 2 

 But if you were to instead say:  It has been suggested that 3 

with the increased complexity of certain types of research, in place of 4 

using local IRBs, we ought to have some form of national -- the phrase 5 

that was used by somebody was center of excellence -- that may be 6 

pejorative to those that aren't at the center --- 7 

 But, in other words, have one particular group be the group 8 

that has enough expertise in XYZ field that it can give really top-notch 9 

IRB type review to protocols in that area.  10 

 And the local IRBs would be more sort of -- ala the assent 11 

model that you were just talking about.  Sort of say:  Is there something 12 

peculiar about our institution that indicates that this research would be 13 

offensive to carry it out here?  Or our population is particularly vulnerable 14 

on that issue, and we don't want to have it done here. 15 

 But, otherwise, I mean, it is sort of a different model.  And 16 

have some ideas like that in there, which I think if I were sitting on the 17 

IRB and I got that, oh, they are thinking about that.  Well, I want to react 18 

to that.  I think that is a terrible idea, because bla, bla, bla.  Or, great, 19 

we are having terrible problems.  That would be a good way -- I mean, 20 

whatever. 21 

 Maybe even some of the ideas that you don't include, you 22 

might get more feedback, more creativity, on the part of the 23 

respondents, because they would see that we are doing more of a sort of 24 

baseline analysis of this.  We are not just saying, change the frosting on 25 
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the top.  We are saying potentially some major redesign. 1 

 DR. CHILDRESS:  It seems to me that some of the 2 

suggestions that came out before, things that you had received from 3 

other letters, or that the Advisory Committee on Human Radiation 4 

Experiments had received, could really be built into that.   5 

 I guess, to tag onto it, though, there is a risk -- you want to, 6 

it seems to me, do what Alex is suggesting in terms of trying to stimulate 7 

the imagination.   8 

 On the other hand, if you do a lot of this, then it looks a lot 9 

like a survey in which you respond to these sorts of things.  You can have 10 

the other effect of limiting it.  But it is like rather than sort of opening it 11 

up.  What comes to mind for you?  All of a sudden, the person is going 12 

through these 25 items and so it is pretty finely balanced. 13 

 PROF. CAPRON:  Yes.  I don't think it should be 25 -- a 14 

small number of some of the more provocative ideas for redesign.  And 15 

the language around it, rather than numbering 1 to whatever, can be:  16 

The National Commission is looking at these issues in a fairly basic way 17 

and has heard some suggestions of the following sorts.   18 

 We mention those not to ask your response simply to that, 19 

although we would welcome it, but to indicate the kind of response we 20 

are looking for is something as far-reaching and blue sky and creative as 21 

you are capable of. 22 

 This is not a routine survey.  We very much want to get your 23 

responses.  And it might only mean that you get 200 instead of 100, but 24 

maybe they will be a better 200 than they would be.  Or it might be that 25 
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you would get more responses.  Because people would say, oh, this just 1 

isn't the survey of the week or whatever. 2 

 DR. FREEMAN:  What we will do is to get the transcript on 3 

file, and we will just take your paragraph that you just said, and we will 4 

put it into the letter.  Actually, that is the kind of wording that I think is 5 

appropriate. 6 

 We hadn't actually thought about that specifically.  Had 7 

included something else that I think is in the proposal asking people if 8 

they wanted to be recontacted for follow-up. 9 

 PROF. CAPRON:  Yes. 10 

 DR. FREEMAN:  Which I think is also important.  Yes.  I 11 

think we probably could -- it would sound like it would be appropriate to 12 

maybe come up with a relatively short list and pass it around the 13 

subcommittee to see, in fact, from the subcommittee's point of view, 14 

what are the things that you would like some feedback on? 15 

 You have to be careful with the OMB requirement that this is 16 

not a questionnaire or a survey.  This is an open-ended -- we are 17 

interested in your opinions. 18 

 Let me also add one thing that Henrietta and I were at CDC 19 

at a conference, and we heard, and I was surprised, that people did not 20 

know -- and these are -- this is a conference -- one of the OPRR regional 21 

conferences with CDC on research and public health -- that some people 22 

did not know that they, as individuals, could send something in to the 23 

National Commission.  24 

 The fact that we heard from, you know, one person out of 20 25 



 40

probably says that is a prevalent -- much more prevalent view than we 1 

realize out there.  And one of the purposes, in fact, of this letter is to 2 

say, you know, you can put down anything to the National Commission.  3 

This is your commission; it is not the President's commission.  That is 4 

another reason to do it. 5 

 PROF. CAPRON:  Well, let's not be pejorative. 6 

 DR. FREEMAN:  It wasn't pejorative.  That was just an 7 

interpretation. 8 

 PROF. CAPRON:  Well, the other question I had along the 9 

same line is:  How do you see this interdigitating with the McKay study?  10 

I mean, obviously, some of the institutions are going to be responding to 11 

those questions and so forth and so on. 12 

 DR. FREEMAN:  When you look at the McKay study, there is 13 

a lot of very good information, but it is very specific.  And, yes, there is 14 

an open-ended question at the end, if I recall correctly.  I looked at it just 15 

a couple of days ago.  I believe there is an open-ended question about 16 

suggestions, but completely open-ended. 17 

 It doesn't necessarily, either one, speak to the kind of letter 18 

that we would be sending out.  That you, as a user of the federal system 19 

-- you are a federal researcher, so you use federal IRBs -- or you are -- by 20 

the way, not just a non-federal IRB -- also the federal IRBs after all are in 21 

the system -- you are an IRB, and you are using the OPRR, for instance, 22 

Multiple Project Assurance System -- how is that going? 23 

 It seems to me that because the McKay questionnaire is so 24 

specific that it doesn't necessarily get to these questions and concerns 25 
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and strengths that may be in people's minds.  But it doesn't ask for that, 1 

and this will.  And we will be very specific.   2 

 That we will be asking for strengths that need enhancement 3 

or, you know, recognition, as well as weaknesses.  It is not just what's 4 

wrong, but what's right kind of letter. 5 

 DR. CHILDRESS:  I am going to have to move along pretty 6 

fast. 7 

 PROF. CHARO:  Oh, I am sorry. 8 

 DR. CHILDRESS:  We are about 45 minutes behind. 9 

 PROF. CHARO:  Never mind.  It is not important. 10 

 DR. CHILDRESS:  Anything else that you want to know 11 

before you can decide as a subcommittee whether to approve this part of 12 

the study? 13 

 MS. LEVINSON:  John, I would like to add just one point that 14 

you and I mentioned in our conversation during the week about looking 15 

beyond simply compliance with the Common Rule and looking at 16 

measures that are proposed either by the agencies or by the users for 17 

possible enhancements or protections. 18 

 I know that when Ruth Faden comes and talks about the 19 

recommendations of the Advisory Committee on Human Radiation 20 

Experiments, she will bring up the points that were carried forward from 21 

that report that are intended to be carried out by NBAC and that are 22 

mentioned in the Administration's response. 23 

 And the functioning of IRBs is absolutely critical in 24 

responding to that request.  So either attacking that by doing this form 25 
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of a questionnaire, survey, non-questionnaire and survey, or whatever, it 1 

seems to me to be vital to get at that information and talk to that 2 

community. 3 

 So I would think that as a subcommittee you would want to 4 

get that information. 5 

 DR. CHILDRESS:  That is right.  We talk about it especially 6 

in relation to Phase I and II, and I guess my thought was that, indeed 7 

based on the interview that I participated in -- interest in getting it -- 8 

already from those.  But Rachel is raising a very important point about 9 

doing it in relation to this particular group as well. 10 

 PROF. CAPRON:  Well, let me suggest a caveat here.  I don't 11 

think that the way this study is designed, and particularly when one then 12 

looks at the expected response rate, that it is designed to tell us that 13 

much about the functioning of IRBs.  It is designed to tell us about 14 

people in IRBs' view of the system from the other side of the --- 15 

 DR. CHILDRESS:  But what we get are ideas that are already 16 

being implemented for enhancement and not simply compliance.  That 17 

is part of the issue.  Right, Rachel? 18 

 MS. LEVINSON:  Yes. 19 

 DR. CHILDRESS:  But it ideas and suggestions, not --- 20 

 MS. LEVINSON:  But Alex is also raising a good point here 21 

that maybe this is a step in the right direction, but not sufficient . 22 

 PROF. CAPRON:  Oh, certainly not sufficient.  And I am not 23 

even sure that the kind of information one would get one would feel at all 24 

comfortable making any statements about IRBs that one could not make 25 
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in the absence of this study. 1 

 DR. FREEMAN:  The purpose of this is not to make a 2 

description about IRBs.  It is to come up with ideas that we, in our 3 

collective group here, both staff and members of the NBAC, may not 4 

have thought about, but are out there. 5 

 DR. CHILDRESS:  Ideas about enhancement are as 6 

important as ideas about protections. 7 

 PROF. CAPRON:  Right.  But we would have no way of 8 

knowing whether one person's description of an enhancement would be 9 

already common practice --- 10 

 DR. CHILDRESS:  No, that is right. 11 

 PROF. CAPRON:  Or would be regarded as undoable at the 12 

other -- (inaudible). 13 

 DR. CHILDRESS:  Absolutely. 14 

 PROF. CAPRON:  So it doesn't tell us much about -- I am, 15 

frankly, as I think I have made clear at every meeting, very concerned 16 

that we cannot fulfill our mandate on the issue of IRBs. 17 

 DR. CHILDRESS:  -- this afternoon with Ruth Faden, because 18 

I think that is absolutely central. 19 

 PROF. CAPRON:  And I don't think this is going to help that 20 

much on that, although it has a separate value. I have no problem 21 

moving that we approve it, if that is what we are supposed to do here. 22 

 DR. CHILDRESS:  All right.  [Microphone feedback.] 23 

 MR. :  Second. 24 

 DR. CHILDRESS:  Okay.  Any further discussion?  All those 25 
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in favor, indicate by raising your hands. 1 

 (A show of hands was seen.) 2 

 DR. CHILDRESS:  Opposed?  I am sorry.  I missed an 3 

irrelevant aside.  Opposed?  Abstentions?  Okay.  Thank you.  So we will 4 

look forward -- and you will circulate the materials so that -- it will be 5 

mailed perhaps so that we can look at them and respond as you are 6 

developing the letter.  Thanks. 7 

 8 

 9 

 10 

REVISED PROPOSAL FOR UNIVERSAL PROTECTION OF HUMAN SUBJECTS 11 

 Let me take one other item before turning to Alta and the 12 

revised proposal, which you did circulate 13 

-- right -- to us? 14 

 PROF. CHARO:  By e-mail.  That was it. 15 

 DR. CHILDRESS:  Do we have the copy?  Do we have a hard 16 

copy here? 17 

 MS. :  I hope we have a hard copy. 18 

 PROF. CHARO:  I don't believe so.  I got so distracted with 19 

my --- 20 

 DR. CHILDRESS:  This is -- and I know -- it is one of the 21 

problems of trying to carry this forward even a little bit while the other is 22 

going on. 23 

 PROF. CHARO:  I know.  Well, but thank God that you guys 24 

are here. 25 
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 DR. CHILDRESS:  All right.  Well, maybe then --- 1 

 PROF. CHARO:  You move on to whatever you were going to 2 

do --- 3 

 DR. CHILDRESS:  Let me -- this issue as to whether we want 4 

to deal with it now.  There will be a fair amount of controversy about it, 5 

and even though it states an ideal or principle, Harold Shapiro has raised 6 

a question about whether we really need to look seriously at 7 

implementation before we articulate the idea.  It seems to me there is 8 

that tension that we will have to face. 9 

 So I don't know whether given the shortness of time and the 10 

absence -- if people got it only on e-mail without copies here -- whether it 11 

is better to --- 12 

 PROF. CHARO:  I could probably recite it, and if you want, 13 

you can ask whether people here --- 14 

 DR. CHILDRESS:  The question is whether the 15 

subcommittee wants to consider it now or not. 16 

 PROF. CAPRON:  I am still searching through my 17 

downloading of all Alta's many newspaper articles to see if I can find it. 18 

 MR. :  I had a special file for you. 19 

 PROF. CHARO:  Anybody who wants to be off that list is 20 

welcome to be taken off.   21 

 PROF. CAPRON:  No, it is just that I have such a large 22 

volume -- with your name on it. 23 

 PROF. CHARO:  Jim, Jim, the question really, I think, I 24 

would love to find out about -- maybe the same one you want to ask -- is 25 
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whether people here want to even discuss the question of whether or not 1 

we can make any statement about the ideals of universal protection in 2 

the absence of specifics concerning the method of implementation and 3 

basically answer Dr. Shapiro's concern.  I don't know if you feel like we 4 

have got time to do that today.  I am getting discouraged that it has 5 

gotten put off now for several months for one reason or another. 6 

 DR. CHILDRESS:  And I did fax to you the letter from Gary 7 

Ellis. 8 

 PROF. CHARO:  You did?  I got it by e-mail. 9 

 DR. CHILDRESS:  E-mail.  No, you couldn't have got it e-10 

mail. 11 

 PROF. CHARO:  I got it from Gary by e-mail.  Yeah. 12 

 DR. CHILDRESS:  Oh, you got it from Gary by 13 

e-mail, but also -- at any rate, this is -- let me circulate that for your 14 

consideration as part of this, even though we may not discuss it today. 15 

 What he does is respond to the question that had been 16 

raised earlier about the evidence for problems concerning human 17 

subjects who fall outside the rubric.  So this is being circulated for your 18 

consideration later.  There are 19 examples from the OPRR files in 19 

response to the question that came up earlier.  I guess I would suppose -20 

-- 21 

 PROF. CAPRON:  You are going to table this for the 22 

moment? 23 

 DR. CHILDRESS:  Well, the question is whether to table the 24 

proposal that Alta had brought forward before that we had discussed 25 
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briefly with NBAC last time and said we would consider in more precise 1 

formulation this time. 2 

 I guess my sense is that it probably would be more prudent 3 

to table it, if Alta would agree, until we could discuss it in more -- that is 4 

just a thought.  Please --- 5 

 PROF. CHARO:  No, I see your point.  I see your point.  Is it 6 

possible just to get a sense of the few commissioners that are here 7 

whether or not it really is that controversial?  If it is, then clearly table it, 8 

because you don't have time this afternoon.  If it is not, at least we can 9 

provide that feedback.  Just to see --- 10 

 DR. CHILDRESS:  Okay.  Response? 11 

 PROF. CHARO:  Just to refresh your memory, what 12 

happened on e-mail, for those of you that were able to keep track of it in 13 

the midst of the articles that I kept sending you, was that I put 14 

everybody on notice that I planned to introduce a motion which was not 15 

going to be produced here which simply took -- it had the following one-16 

paragraph statement. 17 

 That back in 197X, a report of the Tuskegee Committee 18 

highlighted the fact that we should have universal protection of human 19 

subjects in the United States that would result in at least some kind of 20 

IRB style review, but it did not specify a particular means. 21 

That report also said that probably there should be a central office in the 22 

federal government to handle it. 23 

 This motion proposed that we endorse the idea of universal 24 

protection.  It did not propose that we endorse any particular office or 25 
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placement of an office in the government.  So it steered away from 1 

implementation, and it deleted all reference to the evidence of uncovered 2 

research and the problems associated with it. 3 

 Because at the last meeting, the suggestion was made that 4 

we didn't have enough evidence to use what evidence we had in there.  5 

So I took out all reference to the evidence and put it on the basis simply 6 

of principle.  And the question is whether or not that is something that 7 

would be an easy thing to say.  Yes, that is true.  We should say yea to 8 

that.  Or whether it is worth real discussion --- 9 

 DR. CHILDRESS:  Easy and helpful also.  I mean, we were 10 

interested in the second as well. 11 

 PROF. CHARO:  This is true. 12 

 DR. CHILDRESS:  It is not whether something is important --13 

- 14 

 PROF. CHARO:  But helpfulness, I think, is also tied up in 15 

things like the bioethics fire drill on cloning, where one of the gaps in 16 

protection is located in the area of coverage of research subjects.  So 17 

these things are not unrelated topics. 18 

 PROF. BACKLAR:  I would like to reverse the question and 19 

ask why would it be difficult to agree to such a proposal? 20 

 PROF. CHARO:  I have been wondering this for months 21 

myself, but it has been. 22 

 PROF. BACKLAR:  But I would like to know why it would be 23 

difficult. 24 

 DR. CHILDRESS:  I think because some people -- and I think 25 
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Harold Shapiro has raised -- I think Larry Miike raised it -- as to whether 1 

we -- before we state a principle like this, we would really need to deal 2 

with the kinds of options for implementation, and as Harold Shapiro 3 

suggested even bring in those who would be most affected by the 4 

implementation in various ways to get their responses. 5 

 And there is just a fundamental debate about how one 6 

approaches these kinds of issues.  I think that is -- on the other hand, my 7 

response might well be, but, look, we really can't make sense of what we 8 

are doing unless we are assuming something like that ideal at work in 9 

our discussions. 10 

 Anyhow, I think that is where we are.  My only point for 11 

raising it now, and given the shortness of time and the other things we 12 

have to deal with today, is whether we are running a risk in doing it.  13 

That is what I mean by saying it may be more prudent, in fact, not to do 14 

it at this point, given the fact that we are all concentrating on cloning -- 15 

Eric. 16 

 DR. CASSELL:  Well, just on the face of it, and on the 17 

principle, it is unexceptionable.  As far as I can see, it should be 18 

something there.  19 

 On the other hand, without an idea of what does it mean in 20 

implementation, who is possibly injured by the implementation -- I 21 

understand who is protected -- but are there injuries that might follow 22 

from that?  Privacy issues and other issues about investigators that come 23 

up.  I would like to see the two go hand in hand.  I would like to consider 24 

it with also knowing what the --- 25 
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 PROF. CHARO:  That sounds to me like a reason to delay it 1 

again.  Can we maybe try to isolate some time to make sure that it gets 2 

properly done, and I will make sure it gets hard copied and --- 3 

 DR. CHILDRESS:  -- and life looks better for the Commission 4 

after a few weeks.  Any other comments?  Alex or Diane or Eric?  So do I 5 

hear any opposition to tabling this then for careful, thoughtful 6 

consideration and maybe even --- 7 

 DR. CASSELL:  Expanded consideration.  So that we don't --- 8 

 PROF. CHARO:  Any consideration. 9 

 DR. CHILDRESS:  This is part of the issue -- I think all of us 10 

have been getting conflicting signals on that.  On the one hand, to 11 

expand what kind of study or studies would be required to do that 12 

thoroughly; on the other hand, to strip it down to an ideal -- to what 13 

extent does that require --- 14 

 So it seems to me that is sort of a fundamental issue.  I 15 

would just note that maybe one problem, even in the current stripped-16 

down version, that you might think about, Alta, is the fact that you are 17 

quoting the final report of the Tuskegee Syphilis Study and the Ad Hoc 18 

Advisory Panel, where there is a specific recommendation, may seem to 19 

tie the ideal to a specific recommendation that may well be problematic, 20 

or at least controversial. 21 

 PROF. CHARO:  Point well taken.  Why don't I promise to 22 

prepare four versions, ranging from full evidence, partial evidence, no 23 

evidence, and give up?  All four provided for everybody so that they can 24 

pick and choose among them.  Now that we have got the OPRR letter 25 
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with some evidence --- 1 

 DR. CHILDRESS:  Okay.  Agreeable with the group?  Okay.  2 

Thanks.  One other thing we want to get the group's approval now that 3 

we do have a quorum.  You will recall last time we sent to NBAC as a 4 

whole recommendations regarding the Tuskegee Syphilis Legacy 5 

Committee report, and the first thing, the Presidential apology, and that 6 

is clearly underway if you follow the media discussions this past week.  7 

Just a matter of timing, the location, etc.  The other part, and I 8 

contributed to confusion on that in our discussion, had to do with which 9 

of the recommendations that we were commending in the committee 10 

report had actually been forwarded.  On the basis of discussions this 11 

week, it appears s though the report as a whole is still something that is 12 

being considered, and I guess what I would propose is that we simply 13 

reaffirm what we said the last time with reference to the report.  I will 14 

just mention the four survivors that are referred to there.  All we are 15 

doing is recommending that this be a matter for consideration.  Is that, 16 

Rachel, how you understand things?  Okay?  Fine.  Any objection?  Diane? 17 

Alex?  Eric? 18 

 19 

 20 

 21 

DISCUSSION OF NBAC’S TASKS IN LIGHT OF BUILDING PUBLIC 22 

TRUST, THE ADMINISTRATION’S RESPONSE TO THE REPORT OF 23 

ACHRE. 24 

 All right.  I see that Ruth Faden has arrived, and in this ever-25 
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evolving schedule, I think the only thing -- nothing has yet been done 1 

according to time -- even the Welcome and Discussion of Agenda on my 2 

part occurred 15 minutes after the time that it was scheduled.  So 3 

continuing this pattern, Ruth, are you comfortable in joining us now? 4 

 DR. FADEN:  [Not at microphone.]  (Inaudible.) 5 

 DR. CHILDRESS:  I am sorry? 6 

 DR. FADEN:  Any time you would like. 7 

 DR. CHILDRESS:  Okay.  Fine.  There is a seat up here for 8 

you if you would join us.  And, welcome, and thanks for working this into 9 

your tight schedule today, and a schedule also included making sure 10 

that your son's Little League baseball game was properly -- (inaudible). 11 

 PROF. CAPRON:  Some of us miss our son's Little League. 12 

 PROF. CHARO:  Some of us missing having sons. 13 

 DR. CHILDRESS:  Everyone received a copy of "Building 14 

Public Trust," and you will recall that the Advisory Committee on Human 15 

Radiation Experiments had focused on the legacy of distrust as a result 16 

of the human radiation experiments. 17 

 Well, NBAC's history is very closely connected to the 18 

working report of the Advisory Committee on Human Radiation 19 

Experiments, which worked from over two years, 1994 to '95, and was 20 

chaired by Ruth Faden, who, as all of you know, is a social scientist and 21 

bioethicist at Johns Hopkins University. 22 

 Indeed, in "Building Public Trust," President Clinton said 23 

that NBAC was established in part to respond to the Advisory 24 

Committee, and the Administration expects NBAC to choose to address 25 
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the key issues identified in those recommendations. 1 

 Well, long ago -- everything seems long ago now -- we have 2 

been so busy -- Harold Shapiro and I discussed how valuable it would be 3 

to have Ruth Faden appear before, hopefully, NBAC as a whole, and we 4 

projected that appearance for the March meeting, when at one point we 5 

were thinking about having researchers and others appear.  Of course, 6 

that was pre-Dolly. 7 

 And then after Dolly appeared, everything got changed.  But 8 

then we have the report, "Building Public Trust," that responds to the 9 

report of the Advisory Committee on Human Radiation Experiments, and 10 

it seemed to me to be very important to have Ruth join us as quickly as 11 

possible and talk about the recommendations of the Advisory Committee 12 

and the response to "Building Public Trust," and NBAC's role in all that. 13 

 Because, in some ways, we are caught in the middle.  There 14 

are things that we will have to do now, or we are expected to do now, and 15 

one point of consideration is whether we have adequately set our 16 

priorities, what kind of changes we need to make, and so forth. 17 

 So our discussion with you will be exceedingly helpful to us 18 

as we think about what we need to do over the next several months.  So 19 

we really appreciate your joining us today. 20 

 DR. FADEN:  [Not at microphone.]  (Inaudible.)  Are we on?  21 

"Building Public Trust," is, I think, a landmark document in the following 22 

respect, and that is, that is not always the case that Presidential 23 

commissions get formal Presidential responses, all written up, 24 

recommendation by recommendation.   25 
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 It actually made my task much, much easier, since we now 1 

have in one place a constellation and consolidation of what the 2 

Administration believes is the right response to the Advisory 3 

Committee's recommendations.  And I am only going to focus on some 4 

of the recommendations and some of the responses. 5 

 My general sense -- and I don't know -- has everyone had a 6 

chance to -- everyone has gotten it -- is that, by and large, the 7 

Administration got our recommendations right, although I don't think 8 

that in every case the responses address what we intended in perhaps 9 

the fullest sense. 10 

 So let me just kind of go through this.  The large picture, the 11 

backdrop -- I am resisting wanting to say "hello" to several people around 12 

the table -- that is one of the problems of coming late -- it is not a break.  13 

But I am not going to do that, because that doesn't make for good 14 

transcript.  Okay. 15 

 Large picture.  We concluded with respect to our 16 

examination of the current state of the ethics of human subjects 17 

research that there were, and this is the clause that has been picked up 18 

and cited, "serious deficiencies in the current system of protections for 19 

human subjects in the United States."  20 

 We went on, however, to say that our focus and our time did 21 

not allow us to examine the extent to which these serious deficiencies 22 

could be attributable to different aspects of the overall system.   23 

 And, specifically, we said that we were not positioned -- we 24 

just ran out of time -- we were not positioned to establish the extent to 25 
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which what we saw to be serious deficiencies were a function of 1 

problems with the regulations, or alternatively, the extent to which they 2 

were a function of problems in the implementation or oversight of the 3 

regulations, or alternatively, the extent to which the problems had 4 

nothing to do with the regulations and had instead to do with the 5 

awareness and commitment of investigators, physicians, the university 6 

officials, private researchers, and so on. 7 

 And we could think of other possible sources for problems 8 

with the current state of research involving human subjects. 9 

 So let me just say as a large picture, we all, obviously, hope 10 

that NBAC and this subcommittee of NBAC will take on the work of 11 

trying to establish -- assuming that this group agrees with us that there 12 

are continuing problems with respect to human subjects protections -- 13 

the extent to which the problems lie where.   14 

 So it is sort of the diagnosis of how to understand what is 15 

wrong.  We had some -- formed some pretty good sense of what was 16 

wrong, but we couldn't go as far as figuring out exactly where the 17 

problems had their primary sources.  Lots of hypotheses, but no chance 18 

to pursue them. 19 

 There are a couple aspects of our recommendations which 20 

are mentioned, all of which, of course, are responded to in "Building 21 

Public Trust," that I am not going to talk about now unless you want to 22 

talk about in discussion. 23 

 Two of them were not referenced, or the ball was not kicked 24 

over to NBAC at all, and that has to do with our recommendations with 25 
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respect to secret and classified research and our recommendations with 1 

respect to research involving military personnel. 2 

 I would take it that if you chose to take either of those two 3 

issues up, you can, because, as I understand NBAC's charter, you can 4 

take any issue on that you want to.  And if you want to discuss whether 5 

or to what extent, I personally think it would be important for you to 6 

follow through on either of those areas, classified research or research 7 

involving military personnel.  I would be happy to do that. 8 

 A third area in which there is a turf to NBAC is 9 

compensation.  Some of us who have lived long enough know that the 10 

compensation issue with regard to human subject research has been 11 

kicking around forever and there has -- and I am looking at Alex now who 12 

knows this quite well.   There probably hasn't been a commission, 13 

committee, that hadn't some territory having to do with human subjects 14 

research, whether it was a federal commission, a national commission, 15 

an IOM committee, or what have you, that hasn't pointed out that we 16 

really haven't figured out, and need to figure out, how to handle 17 

research-related injuries and allegations thereof. 18 

 It was a huge problem for the Advisory Committee and a 19 

huge problem for the Administration.  In dealing with the aftermath of 20 

the Advisory Committee, and we turfed again, and hope that perhaps 21 

sometime in the lifetime of NBAC, there will be coming out, not only 22 

recommendations -- we have them before -- but public policies that are 23 

specific and salutary with regard to compensation.  Okay. 24 

 What do I want to focus on?  Let me focus on four issues, 25 
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four recommendations that I specifically, in some respect, turfed to 1 

NBAC in "Building Public Trust" and where, it seems to me, very central 2 

that NBAC take on the leadership role that it should have. 3 

 First, we talked about a recommendation for creating a form 4 

for continuing and open discussion through a re-examination of the 5 

principles and rules.  This is the straight -forward one.  This is clearly 6 

NBAC.   7 

 You have inherited that responsibility, and I take it that 8 

when the President speaks to NBAC as being, in part, a response to a 9 

recommendation of the Advisory Committee, it is that recommendation 10 

of the Advisory Committee that is being referenced. 11 

 A second recommendation, which is much more 12 

amorphous, but which was absolutely key to our view of our work at the 13 

Advisory Committee, was a recommendation that roughly spoke about 14 

the importance of making ethics central to the research community and 15 

to the research establishment. 16 

 And here we, at the risk of sounding Pollyana-ish, and it 17 

does really sound Pollyana-ish, pointed out that our reading of the 18 

history and our recommendations were very much informed by the 19 

historical investigation which was so central to the work of the Advisory 20 

Committee.   21 

 It makes it very plain that you can regulate from today until 22 

tomorrow, and there comes a point at which regulation will fail any social 23 

human enterprise, including the enterprise of research involving human 24 

subjects.   25 
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 And that if we really are serious about wanting to have the 1 

highest standards possible for the actual conduct of human subject 2 

research, we have to focus our energies at least as much, if not more, on 3 

how to change the culture, the climate, of biomedical research, the 4 

research community's incentive structure, and its internal norms, as 5 

much as playing with regulations, oversight considerations, federal 6 

government policy, and so on. 7 

 And so we have a whole bunch of stuff in the Advisory 8 

Committee report that speaks to that.  It speaks to the importance of 9 

getting the leadership of the elite of the biomedical research community 10 

to take this on and to integrate these issues and to make them their 11 

own. 12 

 The response in "Building Public Trust" focuses on the 13 

activities of various offices of the various departments with respect to 14 

what I would think we could all agree is something like cont inuing 15 

education efforts, running workshops, sending out flyers, meetings, 16 

things of that sort.   17 

 That is really not -- I mean, those activities are important -- 18 

but those are really not what the Advisory Committee had in mind as 19 

appropriate responses to a high-minded recommendation with regard to 20 

the centrality of ethics. 21 

 And one of the things we did call for is using the influence 22 

and status of the national establishment, the federal government to 23 

convene the leadership of the biomedical research community (word 24 

lost) and in mechanisms that might provide a kind of pride for the 25 
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research community to take these issues on.   1 

 This is a sort of leadership issue, private/public 2 

partnership, whatever kind of language you might want to use.  But it is 3 

a kind of a recommendation that I would hope that NBAC would want to 4 

discuss and think about how to do once you get out of the immediacy of 5 

your need to come out with a report on cloning. 6 

 The third area has to do with elements of the current 7 

system, and there are really three parts.  There are recommendations 8 

with respect to regs.  There are recommendations with respect to IRBs.  9 

There are recommendations with respect to informed consent. 10 

 With respect to the current regulatory structure, we 11 

basically operated by way of example and said, look, in our brief but 12 

intense inquiry, we already had ample evidence, and those of us who had 13 

been working in this area know there are many more examples, of at 14 

least two examples where the regs fail, okay, to provide adequate 15 

guidance. 16 

 This is after I have just said that regs can only go so far.  17 

That is not to say that regs don't have a role.  And the two areas that we 18 

identified are areas that I am sure are well known to this group. 19 

 One, guidance with respect to research on incompetent 20 

adults, which was the central issue looking historically for the role of the 21 

Advisory Committee, but also emerged in our review of contemporary 22 

research proposals. 23 

 And the second was with regard to institutionalized children, 24 

where if you examine the children's regs, there is a gap that is apparent 25 
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if you have a particular kind of focus.  And that is with respect to 1 

institutionalized children, and this extends to children who are in foster 2 

care or otherwise not well situation with respect to parental 3 

guardianship. 4 

 Now, these are only two examples of where the regs now do 5 

not speak, which is a separate issue from whether the regs are adequate 6 

in the form that they are in with respect to -- where they have language 7 

and guidance. 8 

 Concerning IRBs, we had five specific areas that we 9 

identified, and again, we identified them as examples or illustrative of 10 

problems that we identified in our examination out of the subject 11 

interview study and research review project which we conducted. 12 

 And these were intended again to be examples of problems 13 

with IRBs and not, by any means, either a listing of the most important 14 

problems or an exhaustive listing.  But they were a concern with respect 15 

to minimal risk versus research that raises more than minimal risk, 16 

however you understand minimal risk, by the recognition that  -- one of 17 

the other things we did that we benefited from -- now, I am interrupting 18 

myself here -- so I apologize -- is that we asked chairs of IRBs to write to 19 

us and tell us what their problems were. 20 

 And this was not a systemic survey, but it was the source of 21 

useful insight and guidance from IRB chairs.  It was very helpful, and 22 

over and over again, we heard, as I am sure many of you know, look, we 23 

get stuck dealing with stupid stuff and we never get a chance to really 24 

examine the morally complicated projects.  And this certainly emerged in 25 
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our review as well. 1 

 So minimal risk research or some other way.  And I know 2 

that the regs currently allow for expedited review and exempt review, but 3 

that doesn't seem to be a sufficient solution to a problem from the 4 

perspective of IRB members. 5 

 A second big area with respect to IRBs had to do with the 6 

whole relationship of research and treatment, the inter-relationship of 7 

the two.  How you explain the relationship between the two.  Can you 8 

distinguish a relationship between the two?  Is there a difference between 9 

the two in particular settings and so on? 10 

 A third area that we focused on probably more than other 11 

groups might have had to do with the question of the sponsorship of 12 

research, and the high frequency with which we noted consent forms 13 

without -- (?) -- consent forms too much -- failed to mention who was 14 

paying for the study and the recognition that who pays can matter 15 

tremendously to potential subjects for a whole complex of reasons. 16 

 A related money issue -- I am going to return to some of 17 

these in a little bit more detail -- had to do with how infrequently, it 18 

appeared to us, potential subjects were informed about who was paying 19 

for what with regard to research treatment.  And I am going to return to 20 

this in a moment.  I think this is going to be one of the hugest issues 21 

that we are going to confront in the coming years. 22 

 Basically, what parts of the research intervention is the 23 

research paying for?  Do you have to pay for any of it?  Is your health 24 

insurance going to pay for any of it?  How do you figure out again how all 25 
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this is tied together, and finally, the old chestnut of the role of the IRB 1 

with respect to evaluating the quality of the science. 2 

 Our committee was very strongly in agreement on that 3 

question.  That IRBs have to be positioned to make a judgment about 4 

how good the science is and, in particular, how that science relates to 5 

standard medical care in clinical research.  Short of that, IRBs could not 6 

function in anything like the way they wanted -- we expect them to 7 

function. 8 

 Let me -- before I leave IRBs -- point out how they -- some of 9 

these issues sort of come together.  The research treatment problem, 10 

that is, how to distinguish whether it is possible to distinguish, the 11 

relationship between research and treatment in a way that is meaningful 12 

for potential patient subjects; the quality of science; and the question of 13 

who pays really all comes together in this shifting sand of the changing 14 

health care environment. 15 

 We don't understand well the relationship -- but if we didn't 16 

understand it before, we certainly don't understand now, and now I am 17 

speaking from the perspective of an academic medical center.  What the 18 

future holds with respect to the relationship between clinical research 19 

and clinical practice.   20 

 Whether, in fact, these are going to be distinguishable or 21 

meaningful in the future, whether the access issues are going to get 22 

worse, are going to get better, whether managed care corporations are 23 

going to be less willing or more willing to pay for research-related 24 

interventions than fee-for-service insurance, and so on. 25 
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 All smooches now, all is kind of coming to a head and 1 

making it extremely difficult to present, I believe, a clear picture in many 2 

clinical settings to a potential patient subject. 3 

 Relatedly, one of the central issues that we struggled with, 4 

one of the areas that we found the most morally perilous, and I cannot 5 

emphasize this enough, is the area of clinical research involving 6 

seriously ill patients who have very little in the way of alternative medical 7 

treatments available to them. 8 

 And in that arena, distinguishing and assuring, on the part 9 

of the IRB, on behalf of the potential patient subject, that, indeed, being 10 

in a research project is as much in the patient's interest as standard 11 

medical care would be is a key task that is not, I would argue, and I think 12 

our committee certainly agreed, clearly enough placed at the feet of 13 

whatever review committee we are talking about, having this 14 

responsibility. 15 

 Let me just say one more thing about an IRB-related 16 

concern.  This is an issue that has interested me personally for 17 

sometime.  We found continuing evidence of a problem with respect with 18 

women in research and women being excluded from research in a large 19 

number of the documents that we reviewed. 20 

 Now, we are talking about documents for research projects 21 

that were conducted in 1993 and '94 and into '95.  Whether that is still 22 

continuing, I don't know.   23 

 Let me -- while staying in the area of IRBs, this third issue -- 24 

let me emphasize that the larger picture has to be kept in mind.  We did 25 
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not come away, as I said earlier, with clear insights as to why we were 1 

recognizing the deficiencies we were recognizing. 2 

 But, clearly, there are enough problems that I think it would 3 

be inappropriate to simply assume the IRB system is the right system, 4 

and all we need to do is tinker with it.  That it ought to be open, and I 5 

would hope that NBAC, with more time and a clearer focus, could raise 6 

the hard questions about two issues. 7 

 One, the very function of IRBs and whether, indeed, simply 8 

because it was a really good idea several decades ago, it remains the 9 

right procedural mechanism for the sorts of tasks that we need 10 

performed. 11 

 And, secondly, the issue of informed consent.  We came 12 

away with a very clear sense that while, on the one hand, I don't think 13 

there is any member of the Advisory Committee, the Advisory Committee 14 

on Human Radiation Experiments, that was ready to throw away 15 

informed consent as a requirement, either legally or ethically, for the 16 

conduct of research on human subjects. 17 

 There also was, I think, a very strong feeling that we fool 18 

ourselves if we place too much moral weight on the informed consent 19 

process as an adequate protection for human subjects.  And we can talk 20 

about that more.  There is much discussion of this in the report. 21 

 Finally, the last area that I would love to see NBAC to 22 

continue to pursue is this issue of oversight.  We have a very strong 23 

recommendation with respect to what needs to happen if we are going to 24 

adequately monitor the effectiveness of the current -- of any system for 25 
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the protection of human subjects research. 1 

 And our recommendation specifically says that what is 2 

required, well beyond this sort of auditing mechanism, auditing for 3 

cause, periodic auditing, and the FDA does do a better job than just 4 

about anybody else, as best as we could figure out on that score, is to 5 

borrow a leaf from health services research, outcome-based research. 6 

 That if you really want to know what is going on with the 7 

system, you cannot only look at process.  You have to look at outcome, 8 

and that involves talking to patients, talking to subjects, and talking to 9 

investigators.   10 

 The two projects that we conducted provided more useful 11 

information than we could have ever imagined going in.  And similar 12 

work by preceding commissions also provided that kind of insight, the 13 

kind of insight that you cannot get simply from looking at pieces of 14 

paper unless those pieces of paper are constructed in a very -- open to a 15 

very specialized kind of examination. 16 

 And it didn't take us long to figure out why it is so hard to 17 

conduct serious outcomes-based evaluations of human subject 18 

protections systems.  Politically, it is very difficult.  I am sure you all 19 

know the history of the various attempts to do the massive IRB study 20 

that still hasn't gotten off the ground. 21 

 We were able to do it in a matter of months.  We were able 22 

to do it, because we were a Presidential commission.  And the last time 23 

it happened was another Presidential commission. 24 

 And I think what we have to recognize is if we want to have 25 
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serious oversight, we need to have some sort of a mechanism that is 1 

institutionalized, that is periodic, that is powerful, okay, and that is 2 

powerfully protected, and where the political climate is such that the 3 

private sector institutions and the public sector institutions have no 4 

choice but to comply. 5 

 Let me just emphasize that the universities were not 6 

obligated by law to provide us with anything.  We had no subpoena 7 

power at the Advisory Committee.  But we had another kind of power, 8 

which you now have, in terms of being a Presidential commission and 9 

the sort of visibility that comes from press coverage and a whole bunch 10 

of other things that we can discuss. 11 

 And that power ought to be institutionalized in a way that 12 

requires standard outcomes-based research of the system.  And I will 13 

stop here for discussion, if that is all right, Jim. 14 

 DR. CHILDRESS:  Thank you very much. 15 

 DR. FADEN:  Sure. 16 

 DR. CHILDRESS:  A very helpful presentation.  Let's open it 17 

for discussion.  Eric. 18 

 DR. CASSELL:  First of all, I think that was wonderful and so 19 

was your report. 20 

 DR. FADEN:  Thank you. 21 

 DR. CASSELL:  I want to go to the issue of the credibility of 22 

the ethics research leadership, to the problem of the leadership 23 

problem. 24 

 We are not really -- to say that without that happening, 25 
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without us somehow getting to them, and getting them to realize that it 1 

is not just enough to run for the Nobel, this is central to research.  There 2 

is no good research without it. 3 

 But it is not quite the hard hat problem, you know, getting 4 

people to wear hard hats until now the hard hat is a symbol, a prideful 5 

symbol.   6 

 Because supposing tomorrow they really did that. They all, 7 

in their own institutions, said, ethics is really -- alongside of what you are 8 

doing, ethics -- without ethics, there is no really good research.  We 9 

would still have the problem of how to get investigators to make it part 10 

of their life and thought. 11 

 So while I think we have to do that, what you have 12 

suggested, and I am not sure how, but it  can be done -- I mean, it has 13 

happened in other areas, if we are firm enough about it -- but then we 14 

have the problem of the thing I harp on here constantly, of educating the 15 

research community so that they not only know they have an obligation, 16 

they know what it means. 17 

 It is not clear to us at all how that takes place.  What does it 18 

mean to educate the research community? 19 

 DR. FADEN:  Well, we had -- this is definitely an area -- in 20 

fact, in our recommendations, we suggested that it would be really 21 

smart to set up a group to study exactly how best to do this and then to 22 

implement it, just to think about it.   23 

 Now whether NBAC is the group -- one would hope it is -- the 24 

problem, I think -- you are right, Eric -- we have to figure out how best to 25 
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get it so that it is automatic pilot for young investigators, for mentors, 1 

for the leadership, for everybody. 2 

 We landed not only on the leadership, because leadership is 3 

important in its own right, because it was our collective wisdom that 4 

unless you have got the people in charge and the people with power 5 

believing and acting in a way that communicates that you are not going 6 

to succeed in this institution unless your science is as good in terms of 7 

ethics as it is in terms of science, you are not going to make it.   8 

 You are not going to be promoted.  You are not going to get 9 

rewarded.  You are not going to get all of the perks of the institution.  10 

But that is easier said than done.   11 

 We had long debates about whether you would mandate 12 

education, whether you don't mandate it, whether the private sector 13 

takes it on, what kinds -- what sort of role the government could play to 14 

stimulate the right responses and, then wait a minute, again, what is the 15 

right response?  How should institutions handle this? 16 

 DR. CASSELL:  Where did you come out on it? 17 

 DR. FADEN:  Well, frankly, I haven't worked this all the way 18 

through myself.  I think it is going to take a lot of careful study and a lot 19 

of experimenting.  I think what we really want are initiatives that support 20 

creative, innovative ways for institutions or for consortia or institutions to 21 

try different strategies to see how it would work. 22 

 We are playing with a range of things, including, for 23 

example, requiring that students -- this would be for Ph.D. candidates -- 24 

defend the ethics of their protocols as part of their qualifying exams, as 25 
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well as the science of the protocols.  So it becomes part of what you are 1 

going to be examined on, as a case in point.   That you provide 2 

training for mentors that prepares them to help the Ph.D. candidate or 3 

the M.D. fellow to do that.  So in every fellowship program, most of them 4 

require that you do a piece of result that results in publication, that the 5 

review process, and there usually is an internal review process, also 6 

include a defense of the ethics, as well as a defense of the science. 7 

 Things like that that sort of institutionalize it into the 8 

expectations of the trainee and that also are modeled by the mentor and 9 

by the chair and leadership of the department. 10 

 One of the other things we wanted to emphasize is the 11 

important of distinguishing for particular physician investigators the 12 

differences between the ethics of research and the ethics of clinical 13 

practice.  This is the theme that we kept raising throughout our work. 14 

 And what we saw, what we came to understand, is the 15 

tremendous confusion, not only 40 years ago, but also today. 16 

 PROF. CHARO:  Ruth, do you know if anybody has looked at 17 

the results of the -- what -- two- or three-year experience now with the 18 

post-doctoral training requirements in research fraud and integrity, 19 

which has a human subjects component in some curricula and not 20 

others, where there has been some model curricula developed and such 21 

like that.  Has anybody looked at the outcome of that? 22 

 DR. FADEN:  Not that I know of.  Anna Mastroianni was 23 

trying to pull together some data on that, actually for some research that 24 

she is doing personally.  But I don't know of anybody who is -- it is a 25 
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good question to put HHS -- whether anybody is doing anything other 1 

kind of keeping track of the different responses that are then approved. 2 

 PROF. CHARO:  Right. 3 

 DR. FADEN:  But that is a good case in point.  If you look at 4 

the variation in terms of what is considered acceptable for purposes of 5 

satisfying that federal requirement , as I am sure many people around 6 

here know, it ranges from a series of four lectures over the course of a 7 

semester to a serious 3-credit course that meets twice a week. 8 

 MS. HYATT-KNORR:  [Not at microphone.]  The Office of 9 

Research Integrity has tried numerous times to get information on this -- 10 

(inaudible) -- talking 11 

about --- 12 

 DR. CASSELL:  You have got to say it all over again. 13 

 MS. HYATT-KNORR:  Anyway, ORI has tried repeatedly to 14 

get information on that, and what we have heard from NIH has been 15 

that, you know, they have conferences and they have formal discussions.   16 

 The information is out there, but nobody has really taken it -17 

- collected this information in any organized manner to come to any 18 

conclusions at this time. 19 

 DR. CHILDRESS:  Diane. 20 

 DR. SCOTT-JONES:  I was really intrigued by your comment 21 

about informed consent -- oh, I am sorry -- am I not on either?  Okay.  22 

Could you say a little bit more about informed consent and your view 23 

that maybe we are fooling ourselves by placing too much emphasis on 24 

that? 25 
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 DR. FADEN:  I often question that we have put too big a 1 

burden on informed consent in research ethics in the following respect.  2 

What is -- I will just do it by giving you some examples from some of the 3 

findings from one of the studies that the Advisory Committee did. 4 

 In one of the studies, we talked to -- we interviewed very 5 

briefly about 1,900 patients, and then among those -- these were cancer 6 

patients and heart patients, and I don't know whether Jeremy or anyone 7 

has made a presentation yet about the findings of that study to the 8 

committee.  It is all in the Advisory Committee report. 9 

 A subset of these patient subjects were interviewed in 10 

depth, about 100 of them -- a subset of the people who said, yes, they 11 

had served as a research subject either now or in the past -- and, of 12 

course, we talked with them about their experiences with informed 13 

consent. 14 

 And although we certainly heard from some patient subjects 15 

that they had taken this whole thing terribly seriously and they had read 16 

the form and they had given it to their best friend to read, and maybe 17 

taken it even to another doctor, and they had really paid a lot of 18 

attention to the process and thought it through, the dominant response 19 

we got was, oh yeah, that was fine.   They gave us this, but you know, I 20 

didn't really pay a lot of attention to it.  Well, why did you do it?  Well, I 21 

did it because my doctor said I should.  Okay.  Because my doctor 22 

thought it was a good idea.   23 

 Because, listen, I worked really hard to pick absolutely the 24 

best cancer center in my area, and I picked that cancer center, and I 25 
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can't believe that in that wonderful institution, they would ever do 1 

anything that wasn't in my best interest.  Because, you know, this is the 2 

great -- fill in the blank. 3 

 Or I picked absolutely the best doctor.  I called all my 4 

friends.  I did my homework, and after that, I am just operating -- and 5 

one of my favorite quotes is:  "That man is God.  I do everything and 6 

anything he says."   And, you know, this is not hard to 7 

understand, particularly with people who are ill, and it is a dynamic that 8 

has not changed much, even though we have changed a lot in our kind of 9 

rhetoric and understanding with respect to research ethics. 10 

 To pretend as if the human dynamics of illness and 11 

dependency, and to pretend as if the human dynamics that come from 12 

differences in power between the investigator, physician, researcher, and 13 

the patient don't affect the extent to which the image of the sort of 14 

independent agent taking the information in and being well positioned to 15 

determine what is in her best interest -- we have been naive, I guess, is a 16 

way of saying it. 17 

 So that is part of the problem, and again -- I mean, I have 18 

spent, as many people here know, a large part of my professional life 19 

working on issues of informed consent.  I don't want either the 20 

requirement or the moral commitment to go away.   21 

 I just want a reasonable moral expectation -- a reasonable 22 

expectation -- for what the informed consent process can carry with 23 

respect to the whole package of our values and commitments concerning 24 

the ethics of research involving human subjects. 25 
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 And this is why I think it is so powerfully important that no 1 

proposal ever be put before a patient subject that we aren't sure isn't a 2 

fair and ethically defensible prospect.  That it isn't a really ethically 3 

acceptable study before it is ever put to the patient subject. 4 

 A related issue has to do with the mechanics of the way in 5 

which the consent process has become the dumping ground for virtually 6 

anything controversial or complicated or complex.   7 

 So that the response is, well, let's stick in the consent form, 8 

and that, of course, it is a buyer beware.  We have made a fair 9 

disclosure, whether it is a potential conflict of interest, whether it is a 10 

questionable use of a material or a drug, anything.   11 

 The notion is, well, look, we can solve the moral problem 12 

that this particular consideration raises by disclosing it, and the consent 13 

form becomes 60 pages.  We all know the story and the drill.   14 

 So it is both a matter of human dynamics and a matter of 15 

mechanics and just practice.  For all of those reasons, I think, we clearly 16 

want to improve the consent process as best as we can.   17 

 But at the same time, and that is why I think it is wonderful, 18 

as an aside, that the federal government has an RFP out and that 19 

research is going to be done to see what we can learn to make the 20 

consent process more meaningful.   21 

 But my expectation is:  We could do a better job, but we can 22 

only get it to be so much better.  And there is still going to be the 23 

residual that is part of the human dynamic and the practical reality.  And 24 

we have to make sure that we are realistic. 25 
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 DR. CASSELL:  That is what --- 1 

 PROF. CHARO:  I am sorry.  To follow up on exactly that, 2 

because I think that a lot of these themes come together here, Ruth, I 3 

wonder if you would react to the following suggestion. 4 

 That we have traditionally divided up our treatment of 5 

research protocols according to levels of risk, objective levels of risk, in 6 

fact. 7 

 And that it is possible that in light of the fundamental 8 

confusions about research and treatment when it takes place in a setting 9 

in which it is patients who are being recruited by their own physicians or 10 

close colleagues or consults of those physicians, as opposed to people 11 

being recruited by advertisement to come in in a Phase I kind of setting. 12 

 And then that kind of middle ground or:  Are you blue?  Do 13 

you eat too much?  We may be able to test a drug on you.  It is possible 14 

that the way to cut it may be based on the relationships here rather than 15 

on the levels of risk in which you look at who is recruiting and who is 16 

being recruited and try to ascertain the degree to which there is a kind of 17 

idealized, independent actors bargaining at arm's length as opposed to 18 

these more -- we call them -- vulnerable relationships -- last time we met 19 

as a subcommittee. 20 

 Do you think that that is a realistic way to recut the pie? 21 

 DR. FADEN:  I wouldn't replace one paradigm for another.  I 22 

think there is enough reason to be concerned with risk to keep risk in 23 

there. 24 

 But I agree with you completely that the need to cut it 25 
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another way as well.  What you want to do, it seems to me, is identify the 1 

predictors of morally dicey research.  Okay.   2 

 And we have been, I think, pretty much focused on only one 3 

such predictor, which is risk.  Risk certainly makes it dicey. 4 

 PROF. CHARON:  And excessive compensation. 5 

 DR. FADEN:  Right.  And then we start adding others.  But 6 

the point is that -- and another -- and I think you are quite right to land 7 

on this -- has to do with the power relationship and the extent to which -- 8 

social scientists said for a long time, look, why are you treating us the 9 

same way?   10 

 I call up my subject on the telephone doing a national 11 

probability sample, they have all the power.  They hang up.  Okay?  If 12 

they don't want to talk to me, they hang up.  They control the dynamic.  I 13 

don't control the dynamic, in stark contrast to the oncologist with the 14 

end-stage cancer patient, and who controls that dynamic? 15 

 So I think you are quite right.  That is a very important new 16 

way to sort of slice and recognize this is another risk factor. 17 

 PROF. CHARO:  Is this then just an expansion, though, on 18 

that list?  I don't know if your cover sheets look like ours.  We have got a 19 

cover sheet where we make them check off:  Are you using pregnant 20 

women?  Are you using prisoners?  Are you using in-hospital patients? 21 

 DR. FADEN:  Yeah, I think -- but those were motivated by the 22 

regs? 23 

 PROF. CHARO:  Right.  That is right. 24 

 DR. FADEN:  That list comes from the regs.  Some of those 25 
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factors make sense?  Some of them don't.  Okay?  So it is a matter of 1 

looking at them again and saying, look, we need to have a reason for 2 

what is on there and what is off there. 3 

 One of our findings that really underscores the way you are 4 

framing it, and it was very much a conclusion we reached as well, is if 5 

you look at these IRB documents, they almost never speak to process, 6 

the process by which consent is solicited. 7 

 They tell you the consent form.  Okay?  But they almost 8 

never tell you in the IRB document who is obtaining consent?  Who is 9 

soliciting consent?  Under what conditions?  Okay?   10 

 So you don't know whether it is the treating physician, it is 11 

the physician scientist, it is the nurse researcher, it is a fellow, it is a 12 

graduate student.  You don't know if it is the day the research is 13 

supposed to be done, research procedures are to be implemented a 14 

week before, at the patient's one and only visit to the tertiary care center 15 

from Iowa, a whole range of things like that that are just never presented 16 

for IRB review in the documents. 17 

 Now, whether they are discussed in terms of IRB debates, in 18 

terms of presentations, and so on, I don't know, and I am sure, as we all 19 

know, there is huge variation.  But that is another way of sort of looking 20 

at it.  No one pays attention to it, because they have not been asked to 21 

focus on it. 22 

 If you make one of the criteria for evaluation something that 23 

speaks to the power relationship and the vulnerability of the relationship, 24 

and more importantly, the vulnerability of the potential subject to control 25 
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by the investigator, I think that would be a wonderful improvement. 1 

 DR. CASSELL:  Well, of course, if we could get that 2 

investigator to act like God and, therefore, be responsible, that consent 3 

form would have more meaning. 4 

 But I want to go to a different subject for just a moment, 5 

although it also has to do with -- again, if ethics is part of your 6 

institution, then consent forms are much more important -- what do you 7 

think about hierarchy of IRBs?   8 

 Or a higher IRB to which things are referred when they 9 

present complexities or which can be referred by the investigator thinks 10 

he is being, or she is being, unfairly -- what do you think about that? 11 

 DR. FADEN:  Well, I think there is no question but that some 12 

potential research projects are more difficult to think through morally 13 

than others and that it may require different kinds of folks than are 14 

ordinarily assembled for the routine work of an IRB. 15 

 Eric, I can't -- I don't know about sort of appeal or uber 16 

IRBs, and I would have to think a lot about how that would be structured.  17 

Whether we want something that is within one institution or whether you 18 

are talking about regional or external committees who have a particular 19 

brief, you know, RAC kinds of arrangements.  I am not sure.  It would 20 

bear a lot of thought. 21 

 But I do think -- this is something we saw all the time -- 22 

some of the clinical -- we really became obsessed with the clinical 23 

research protocols that we reviewed with seriously ill patients.  Because 24 

they were heart-breaking in many instances. 25 
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 And what you see are difficulty in sort of an IRB being 1 

confident -- let me step back -- we didn't have data that bore on this, but 2 

we would sort of look on this and say, was this IRB really constructed in 3 

such a way that they had the expertise to assure themselves that, 4 

indeed, a person with this medical condit ion was giving up nothing in 5 

joining this clinical trial?   6 

 Because it is a very arcane, isolated (?) -- and we would have 7 

a member of our committee, whose sub- specialty this happened to be -- 8 

who would raise questions.   9 

 He would say, you know, like there are only four people in 10 

the country who would know.  I am exaggerating only slightly.  But there 11 

are only, you know, a handful of people who would know whether this is a 12 

fair proposal to put somebody -- and whether the way it is presented is, 13 

in fact, honest. 14 

 Did they bother to ask the other three who weren't at this 15 

institution?  Because the only person who would know this at that 16 

institution is that person.  It is that specialized an area.   17 

 So that is my long-winded response.  That some kind of 18 

mechanism has to be in place when you are moving into that sort of 19 

territory.  So that the IRB or whoever the review committee is can assure 20 

itself that the bargain that is being presented to the potential patient 21 

subject is, in fact, an accurate representation of the bargain. 22 

 PROF. CHARO:  What about instead of kind of the 23 

uber IRB, as you put it -- that is my second great phase.  I also like 24 

"predictors of morally dicey research."  This is very good. 25 
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 What about analogies to CLIA, the Clinical Laboratories 1 

Improvements Act, in which what you do is you license laboratories after 2 

they have demonstrated competency and proficiency?  And you test it by, 3 

in fact, doing blind testing. 4 

 The analogy would be -- it is not all that different from what 5 

OPRR now does except OPRR has almost no staff and no money to try to 6 

do this on a major scale -- is to periodically be checking to see that they 7 

are coming to the same conclusions that a specially trained group of 8 

people come to.  And if, regularly, they are not, then it is kind of like a 9 

retraining thing. 10 

 DR. FADEN:  No, I think all of those kinds of suggestions are 11 

exactly what needs to be pursued.  We talked about whether you wanted 12 

to have competency training requirements.   13 

 We have some discussion of this in the report, and we 14 

basically say, look, some other group that has got a lot of time and can 15 

deal with this really needs to think this through.  This is well worth 16 

pursuing. 17 

 We had one member of our committee who is absolutely 18 

adamant about how models like that, and this comes again out of the 19 

radiation area, which is where we were working for some of this focus, 20 

you have to pass a test before you can deal with radioactive materials.   21 

 This particular committee member of ours was sort of, look, 22 

you know, you can do this here, too.  It is not that difficult.  Then you go 23 

back, and you challenge people, and you see if they know what they are 24 

doing, and you do this periodically.  You do it like you license a 25 
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laboratory or like you license everybody else.   1 

 Why don't we license investigators with regard to ethics 2 

competence like we license them for using hazardous materials or 3 

license their lab for --- 4 

 And then this was discussion of does this make sense?  Is 5 

this coherent?  Can you really follow the same kind of reasoning?  Is the 6 

territory different?  But it is worth pursuing. 7 

 PROF. CHARO:  I was not thinking about even licensing PIs 8 

as much as licensing IRB members. 9 

 DR. FADEN:  Either way. 10 

 PROF. CHARO:  How much of any of this would dovetail with 11 

the simultaneous goal of reducing the hassle factor for the PIs?  Because 12 

everybody anecdotally reports that one of the reasons why compliance is 13 

not 100 percent is that the hassle factor is so high. 14 

 DR. FADEN:  Right.  But part of the problem is the hassle 15 

factor is perceived as a hassle.  I mean, this goes back, I think, to the 16 

larger question rather than something that is really important.  It is 17 

something you do, because it is a piece of paper. 18 

 If you turned it around, and that is part of this larger 19 

cultural shift, this sort of changing the ethos of the community, right 20 

now, it is another barrier.  It is like when you fill out your R01.  It is 21 

100,000 pieces of paper.  This isn't the 20 interesting pithy parts, where 22 

you are trying to make the best case for your science.   23 

 This is the crap at the back, where you are putting in your 24 

biographical sketches and you are putting in your other support pages, 25 
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and then you are putting in your human subject stuff.  It is viewed like 1 

that kind of material.   2 

 It is not viewed like the core part, even though it is now 3 

made to come right afterwards, it is not viewed as the core part.  And 4 

that is true not only for your NIH application, but it is true when you 5 

submit it to the IRB.  It is part of the busy work that you have to do to 6 

get on with the real stuff. 7 

 Now, I am not saying it isn't important to reduce paperwork 8 

and bureaucracy everywhere in life.  I am all for that.  But my deeper 9 

concern is that as long as it remains viewed back in there with the other 10 

support pages and the biographical sketch and the general assurance 11 

and the business part of the stuff, it is going to be a hassle even if it is 12 

three lines. 13 

 DR. CASSELL:  And the IRBs themselves deal with it that 14 

way.  They don't see themselves as a group whose problem is ethics.  15 

Their problem is making sure there is compliance with regulations, not 16 

fundamentally that they are there both to make sure that the ethics are 17 

dealt with properly, but also to educate the investigators. 18 

 DR. FADEN:  You know, I am thinking as you say this, Eric, 19 

that what I have just said is based more not so much on the work of the 20 

Advisory Committee but living for sort of 20 years in an academic 21 

medical center, sitting on an IRB, and chairing it, and so on. 22 

 But this goes back to the outcomes-based research.  We all 23 

know we don't have decent data with respect to how the system is 24 

working, and the data are important politically as much as they are 25 
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useful in terms of rational policy development. 1 

 That in the absence of information, it is very hard to not be 2 

open to the charge of, well, but my IRB is so much better, or I don't 3 

know whose IRB you are talking about, because at my institution --- 4 

 And, actually, the IRB that I served on for years and years 5 

and years, I would not -- I would be offended by that characteristic.  That 6 

our group really took the ethics of the science to be central to their 7 

mission and agonized and worked really hard.  And that said, we ran into 8 

problems. 9 

 So I hesitate to respond to your characterization except to 10 

say that part of the problem is we need the kind of information that is 11 

politically useful.  And we need it on a regular basis.  This is my pitch 12 

again for outcomes-based research that really looks at the product even 13 

if nobody cares and everybody is venally motivated.  Let's just take worst 14 

case scenario, and they just want to make sure that the money keeps 15 

flowing.  If it turns out that the rights and interests of human subjects 16 

are being adequately protected, that wouldn't be so bad.  I don't think it 17 

is going to work that way, 18 

but --- 19 

 DR. BRITO:  I was just going to say I agree wholeheartedly 20 

with what you are saying about making the ethics part of the core of 21 

doing any research.  But I think we all know from a pragmatic point of 22 

view that researchers respond to whatever awards are there for them, for 23 

instance, either financial, publications, or promotion. 24 

 So until making the ethics part of the core becomes, you 25 
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know, becomes one of those awards -- so somehow we -- you know -- I 1 

am not sure --- 2 

 DR. FADEN:  But that is exactly -- you are making my point -3 

- that is exactly what needs to happen.  It has to be integrated into the 4 

incentive structure for a young investigator.  So that you don't get 5 

through the hoops and the loops without the ethics of your work really 6 

being up to standard.  You turn things around.   7 

 And there is stuff, though, that has to be changed about the 8 

way in which, for example, the federal research establishment works and 9 

its grants cycle.  We had long discussions of this.  You want people to 10 

take informed consent seriously.  Right? 11 

 DR. BRITO:  Sure. 12 

 DR. FADEN:  That means people should refuse if they don't 13 

want -- should be free to refuse in a meaningful way.   14 

 But when you write your grant application, one of the things 15 

you have to persuade the study section is how you are going to get really 16 

high response rates, and you are going to accrue your sample in a really 17 

compact period of time.  Because, otherwise, okay, you are going to have 18 

an unrepresentative sample, and it is going to cost too much and a 19 

whole bunch of other problems.   20 

 So you go to great lengths to say, the last study we did, we 21 

got 98 percent response, consent rates.  And they may all have been 22 

meaningfully provided, but nevertheless, we place a premium on 23 

response rates.   Moreover, if you go back and say, I need an 24 

extension, because in fact, it is taking me longer to accrue my sample.  25 
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It turns out a lot of people are saying no.  That is not good.  Okay?  That 1 

is not good for that particular study.  It is not good for your career the 2 

next time around you submit seeking funds.   3 

 So we have to really step back and say, if we are serious 4 

about this stuff, we need to be looking at what we are rewarding with 5 

regard to federal research funding as well and have study sections view 6 

this kind of thing and say to the study section, wait a minute, these are 7 

people that are being honest.   8 

 They are saying 45 to 50 percent of people are going to 9 

consent, because when you think about it, this is sort of thing a 10 

reasonable person might refuse or accept.  And let's give them time to 11 

do this right and get people who really want to be in it, or God forbid, 12 

you have a high drop-out rate.   13 

 But the whole point of the ethics claim is that you are free 14 

to refuse at any time, but if your subjects really do, that is not good. 15 

 DR. CHILDRESS:  Okay.  Alex. 16 

 PROF. CAPRON:  You mentioned that one of the points that 17 

comes out of the Advisory Committee, this issue about the very functions 18 

of IRBs, are they the right institution for 1997 as opposed to 1972 or 19 

whatever? 20 

Can you say more about that as to how far your committee stretched its 21 

thinking? 22 

 DR. FADEN:  Not very far.  Far enough to say, look, that is 23 

what should happen, which is why we had this phrase that began our 24 

section on recommendations for the future and synthesizing our 25 
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findings, "The Current State of Human Subjects Research."  1 

 We really couldn't tell from the data available to us where it 2 

was falling down, where the system was falling down.  We could see the 3 

problems looking at the data from the subject interview study and our 4 

review of those research-related materials and our other project.  But 5 

from the kind of data available to us, we couldn't tell where it fell down.  6 

But what it seemed to us was necessary was a very open, forward-7 

looking take on this rather than just start by saying, look, this is the way 8 

you do this.   9 

 We have got some problems.  So let's sort of shore things 10 

up.  We have got to make the regs tighter.  We have got to give the IRBs 11 

more money or whatever.  Let's think about the functions that need to be 12 

performed in order to provide adequate protection for human subjects, 13 

and now let's see whether there is a decent fit between the IRB system 14 

and those functions, which requires a stepping back and the 15 

identification of, indeed, what those functions are.   16 

 Then maybe, you know, Eric is right.  Maybe you want three 17 

levels of committees.  Maybe you don't want any levels of committees.  18 

Maybe you want the something altogether different.  Maybe the IRB 19 

system will survive exactly as it is and turn out to be still the perfect fit. 20 

 PROF. CAPRON:  I guess I have a double-parted follow-up 21 

question, which is --- 22 

 DR. FADEN:  Sure. 23 

 PROF. CAPRON:  Are any of the materials that you gathered 24 

useful for further analysis.  That is to say, do they contain information 25 
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that would be useful in pressing that question --- 1 

 DR. FADEN:  Very much. 2 

 PROF. CAPRON:  -- a little further beyond the analysis you 3 

have already given them? 4 

 DR. FADEN:  Yes, yes, yes. 5 

 PROF. CAPRON:  And then related to that is beyond the 6 

material, would you say that there was any consensus in your committee 7 

about any inherent structural problem -- Eric's comment sort of go to 8 

this in a way --- 9 

 DR. FADEN:  Right. 10 

 PROF. CAPRON:  -- you all saw over many years and many 11 

different institutions, radiation research, and you were looking more 12 

broadly at non-radiation as well.  I mean, we have followed, even before 13 

the National Research Act, an institution-based model, but it has an 14 

inherent conflict of interest built in. 15 

 DR. FADEN:  Right. 16 

 PROF. CAPRON:  So the one is:  You did some studies.  17 

They have data. 18 

 DR. FADEN:  Can you use those data --- 19 

 PROF. CAPRON:  Further. 20 

 DR. FADEN:  Right. 21 

 PROF. CAPRON:  And then beyond the data, just the gestalt 22 

of what you were doing, did you have any serious qualms beyond saying, 23 

it ought to be looked at as to the inherent structure? 24 

 DR. FADEN:  Right.  I have to think a little bit about a little 25 
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bit about what else could be done with the data.  So let me get back.  I 1 

want to think a little bit about that one.   2 

 My guess is the answer is yes.  The data may not be in 3 

exactly the form that you would like it for this new and different purpose.  4 

But let me think a little, if that is all right with you Alex?  I can send a 5 

note out to Jim. 6 

 PROF. CAPRON:  I would just like to have on the record for 7 

the subcommittee chair and the Commission chair and staff to think 8 

about when that response comes back to Ruth, maybe saying, we should 9 

get access to the data and either someone from the data who is already 10 

familiar with it pursue some of our questions in it or our hiring 11 

somebody else to work on that data.   12 

 Since data collection is always a big problem, we might as 13 

well as much use of it as we can. 14 

 DR. FADEN:  Correct, correct. 15 

 PROF. CAPRON:  And, anecdotally, you have revealed some 16 

very interesting things from your data. 17 

 DR. FADEN:  Yeah, there is a lot.  There is an awful lot that 18 

is there.  What I would want to do in response to this -- your first 19 

question -- is think about whether what you need to do is look at the data 20 

again and actually analyze the data differently or whether it is a matter 21 

of the people who already know the data really well can rethink it and 22 

kind of turn it around and --- 23 

 PROF. CAPRON:  That would be very helpful. 24 

 DR. FADEN:  Either way.  It might work either way.  With 25 
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regard to whether the committee formed any consensus views about 1 

where the structural or sort of endemic problems were, to the extent that 2 

we did, I don't know that it was really specific to IRBs.   3 

 But it was rather more around where the real problem areas 4 

for the future were, and I have already summarized them.  But let me 5 

sort of reframe them in a different way. 6 

 One was certainly the area of clinical research with seriously 7 

ill patients.  We became quite certain that this was a territory that was a 8 

moral mine field.  We all knew it before, and we now knew it even more.   9 

 Some of our committee members who were really quite 10 

sanguine coming in were, on the record -- shocked was the word.  11 

Couldn't kind of integrate some of the stuff that they were hearing.  They 12 

were very troubled by it. 13 

 Another was the money issue.  And the new notions of 14 

conflict of interest --- 15 

 PROF. CAPRON:  Sponsorship. 16 

 DR. FADEN:  The sponsorship question, but also the money 17 

issue with regard to who pays for what part of the research project.  That 18 

this was coming more and more.  It was coming out to some extent in 19 

the interviews.  It certainly comes out as you look at the consent forms 20 

and the IRB documents. 21 

 That looking ahead, money is -- the money is just a -- who is 22 

paying for what, which is the most public face of the relationship, or the 23 

confusion between, or the inability to separate research from treatment -24 

- is really going to be a big problem. 25 
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 Now that the new notion -- it emphasizes the potential 1 

concerns about institutional conflict of interest in a new way.   2 

 So while we all -- while the whole enterprise of clinical 3 

research is inherently constructed in such a way that there is a conflict 4 

of interest, and we have known that, and we have struggled with it, and 5 

IRBs have been ones with mechanisms for trying to look at providing the 6 

safeguards, informed consent, and disclosure yet another, that there is a 7 

ratcheting up, or maybe an expansion -- I am not sure what the right 8 

term is -- of the conflict of interest concerns now. 9 

 Because there are issues about, on the one hand, increasing 10 

proprietary interest that investigators have in research, differently than 11 

they did 20-30 years ago, and also the fact that research dollars may 12 

become much more powerfully important for institutions coming from 13 

particular sources in a way that there may be more intense pressures to 14 

get research through and approved, if it supported or connected with a 15 

managed care or other kind of insurer arrangement.   16 

 So that certain sorts of research projects are going to be 17 

favored over others, and there will be large, huge institutional pressures 18 

for getting them to go through, which may cause us to want to think 19 

again about how IRBs are structured and who should be on them.   20 

 We never used to worry about whether there ought to be 21 

representation with regard to the interests of different insurers or the 22 

interests of people who have different insurers.  We never worried about 23 

that 20-30 years ago.  Now, that may be something we really have to 24 

take account of. 25 
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 DR. CASSELL:  But also the pressures -- because the money 1 

situation is what it is -- because of the managed care situation, the 2 

pressures to let things -- we need the money so badly. 3 

 DR. FADEN:  That is what I mean.  That is what I mean.  It is 4 

just getting more complicated.   5 

 And the third one, just to pull full circle, is our committee 6 

was absolutely, I believe, in agreement that there is only one answer to 7 

the question of whether IRBs should be looking at the quality of the 8 

science and the quality of medicine, and that is yes. 9 

 DR. CASSELL:  Yes. 10 

 DR. FADEN:  That should be unambiguously 11 

straightforward, and if IRBs are going to continue to do what they do, 12 

they really have to have the scientific and the medical expertise, either 13 

on their committee or available to them, particularly the medical.  The 14 

clinical medical expertise for clinical research has to be on the 15 

committee, or access to the committee. 16 

 DR. CHILDRESS:  To bring this very helpful session to a 17 

close, that leads me into one of the tasks that "Building Public Trust" 18 

assigns to NBAC --- 19 

 Before I get into that, let me just mention some of the 20 

others.  It is clear that for the subcommittee members who have looked 21 

at this that a couple of these have to do with the review of federal agency 22 

reports, what is going on, and that is well underway. 23 

 The compensation issue, though you might find the 24 

statement in "Building Public Trust" quite ambiguous about what might 25 
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be needed for serious consideration, it is still -- at least there is a 1 

willingness to receive something from NBAC on this. 2 

 But then there are two that I think I have raised particular 3 

concerns about how well we are going about it or could go about it.  One 4 

has to do with IRBs.  NBAC has undertaken to review the current IRB 5 

system and intends to finish that project within a year. 6 

 PROF. CAPRON:  You are reading from page 13. 7 

 DR. CHILDRESS:  I am reading from page 13.  Yes. 8 

 PROF. CHARO:  It is an unlucky page for our subcommittee. 9 

 DR. CHILDRESS:  It is.  "The Administration anticipates 10 

specific recommendations from NBAC regarding the reform of IRBs, 11 

including recommendations that address your committee's concerns."  12 

 MS. :  There is so much time. 13 

 DR. CHILDRESS:  That is called --- 14 

 PROF. CAPRON:  -- passing the hot potato. 15 

 DR. CASSELL:  That is why she is smiling so much, and we 16 

are not. 17 

 DR. CHILDRESS:  Well, friends, we need to think about that.  18 

And including along the lines that we just discussed. 19 

 PROF. CHARO:  Jim, it doesn't say how many specific 20 

recommendations we have to make at the end of one year. 21 

 DR. CHILDRESS:  That is true. 22 

 DR. CASSELL:  Further study is necessary. 23 

 DR. FADEN:  I hope you will do this. 24 

 PROF. CAPRON:  You are reminded that on October 3, 25 
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1995, when the President accepted your report, he said, and I quote 1 

from page A-4 that:  "The Executive Order would require the government 2 

agencies that conduct and support regulated research to report back to 3 

me by Christmas."  He didn't say what year, which is just as well, 4 

because I think, as of now --- 5 

 DR. FADEN:  They are still coming in. 6 

 PROF. CAPRON:  They are still coming in.  I mean, I guess, 7 

do we have literally all the reports now.  So maybe Christmas a year after 8 

the implication of this, but only now are we beginning to fill in the huge 9 

holes in those reports and get actual information.   10 

 DR. CHILDRESS:  So that is one thing, and we will have to 11 

think about it further. 12 

 PROF. CAPRON:  I wish we could have a 90-day mandate 13 

like that. 14 

 DR. CHILDRESS:  Right.  Ruth has commented a few times -15 

- a group with time.  Of course, you had two years.  We hope we will have 16 

a second year. 17 

 DR. FADEN:  Actually, we had 12 months, and then a six-18 

month extension. 19 

 DR. CHILDRESS:  Oh, the extension --- 20 

 DR. FADEN:  We ended up having 18 months total. 21 

 DR. CHILDRESS:  Eighteen months. 22 

 DR. FADEN:  Which is -- it is a terrible thing, but there is a 23 

way in which if you have a short --- 24 

 DR. CHILDRESS:  -- time, you have to -- right. 25 
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 DR. FADEN:  Yeah.  You have to do it. 1 

 DR. CHILDRESS:  But the one big difference there was 50 2 

FTEs.  That helped. 3 

 DR. FADEN:  Yes.  Let me just say for the record.  I mean, if 4 

you don't have staff, you can't do this.  You really have to have a staff. 5 

 DR. CHILDRESS:  Could you repeat that please? 6 

 DR. FADEN:  Very loudly.  Not only do you have a staff, you 7 

have to have a talented staff.  We had an extraordinary staff.  We had a 8 

huge and talented and extraordinary staff, and it was very difficult to 9 

assemble in a very short period of --- 10 

 DR. CHILDRESS:  We have a small but very talented and 11 

dedicated staff. 12 

 DR. FADEN:  Two talented people can only do what two 13 

talented people can do, or five or six.  The extent to which you are going 14 

to be able to respond to these recommendations is going to turn on the 15 

extent to which you have the resources to actually address them.  It is 16 

not going to come out of your head exclusively.  It just can't. 17 

 PROF. CHARO:  Let's not lose you just yet.  Let's get 18 

feedback on one other thing, having chaired something like this. 19 

 DR. FADEN:  Yes, ma'am. 20 

 PROF. CHARO:  We do have people now on staff who are 21 

working on exactly this, and there has been a transformation in what is 22 

going on there now that we have got FTEs.  But that is a very limited 23 

number of people, like you were saying. 24 

 So looking through what you have got on your wish list, and 25 
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taking into account the importance of the various topics and also your 1 

experience chairing something and using staff, assume you had very few 2 

staff, or you had to rely largely on contractors, which are the topics you 3 

might pick out to focus on?  Give us the benefit of your experience on 4 

this. 5 

 DR. FADEN:  Yeah.  Well, that is, of course, the critical 6 

question, and I don't know --- 7 

 PROF. CHARO:  That is why I am asking. 8 

 DR. FADEN:  I don't know exactly -- I don't know the 9 

expertise of your staff.  So I don't know what -- because you have -- you 10 

deal with the talent that you have, and that is going to direct the inquiry 11 

that you have got. 12 

 I also don't know what resources you have for 13 

commissioning studies or papers.  Because that bears on this as well.  14 

But you clearly want to take on -- we had much the same problem.  We 15 

had a huge potential mandate.   It was massive, and we had to 16 

come up with some way of focusing our energies, and that took up -- 17 

probably the first three, four, five months was trying to figure out how we 18 

were going to set our priorities and setting those priorities included what 19 

could we reasonably accomplish. 20 

 There is no point taking on something you can't get done.  21 

That is obvious.  So if you are asking me what the priorities are, it is 22 

hard for me to respond in the absence of knowing what your resources 23 

are.   24 

 Because for us, anyway, that was very critical.  You looked 25 
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around the table, and you said, okay, what can we do?  Not what 1 

anybody can do.  But we are situated in the context.  What can we 2 

accomplish?   3 

 That said, I would think that you could make a tremendous 4 

impact if you focused on a few things.  Some of those are not staff 5 

intensive.   6 

 The leadership stuff, the amorphous leadership stuff, is 7 

using your platform, the bully pulpit sorts of things, and I think you 8 

might be able to do some very dramatic and important and perhaps 9 

long-lasting -- keep saying -- I don't want to say things.   10 

 But you could accomplish a lot with regard to changing the 11 

culture by bringing the right sorts of people in to testify before you by 12 

using your bully pulpit and your connections with respect to the 13 

Administration to perhaps convene certain sorts of things that are not 14 

staff intensive.  That don't require a whole lot of legwork or money, but 15 

could have a real impact, I think. 16 

 PROF. CAPRON:  This is the centrality --- 17 

 DR. FADEN:  Yes.  I think -- you have got to think about -- 18 

one of your key resources is the fact that you have got the public's 19 

attention, or you can have.  I realize the room isn't full, but you can have.  20 

And you are a Presidential commission, and you have got people here 21 

who know how to do that.   22 

 So I think that that is terribly important, and I wouldn't 23 

under-estimate that resource.  I mean, I came away very humble, 24 

realizing just what a resource that was, and how much you can use it.   25 
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 So I would go through this list and say, what sorts of -- 1 

which ones of these could be accomplished, or at least gotten underway, 2 

using our most important resource, which is who we are?   3 

 That we are a Presidential commission, and therefore, that 4 

we can get certain sorts of things done and the attention of certain sorts 5 

of folks that are not going to listen to us if I am just a professor at a law 6 

school.  But I am not just a professor of a law school now.  I am a 7 

member of a Presidential commission, and what does that mean?   8 

 With respect to the IRB business, I think, again, a lesson 9 

that I learned is that you can get stuff out from universities and from the 10 

federal research establishment by virtue of being a Presidential 11 

commission that you can't get otherwise. 12 

 So now would be the time to think about what kinds of 13 

information the world really needs.  Because you are better positioned 14 

than other people are to get it.  Now that becomes a staff intensive 15 

project potentially.  But it is, again, using the resources of who you are. 16 

 PROF. CAPRON:  Would you agree that -- I mean, the chair 17 

recited a few moments ago this language from "Building Trust."  NBAC 18 

has undertaken to review the current system and intends to finish the 19 

project within a year. 20 

 This notion of our making specific recommendations 21 

regarding reform seems to be based on the notion that we will have a 22 

good sense of how well the system is working.  That, to me, means two 23 

things. 24 

 One, that we ought to focus on:  Are there more than just 25 
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the very occasional instance of injury that could have been prevented by 1 

a better system?   2 

 The other is:  Does the system cause problems in terms of 3 

the amount of time it takes up of lots of people sitting around 4 

committees and doing things and the risks it creates of conflicts of 5 

interest?   6 

 Other things that one looks at where you can't say, well, I 7 

would come to a conclusion about that by finding 10 dead people in 8 

Minneapolis whose IRB didn't protect them well, some tangible smoking 9 

gun problem with the IRB. 10 

 But rather a problem that you could only get if you really 11 

understood how well the IRBs were doing, what resources they are using, 12 

and every which way.  And I am not sure the McKay study is going to give 13 

us that.  But I am not sure that anything less gargantuan than that -- - 14 

 I don't know how we do this short of having what the 15 

President's commission recommended a long time ago, which is a 16 

regular system of site visits to all IRBs, in which there is an incredible 17 

amount of cross-fertilization and sort of openness of the process to the 18 

public and to the research community. 19 

 Would you feel -- if you were sitting in our position, what 20 

would you feel you needed to be able to give a public answer, an answer 21 

to the President, but one for which you would feel publicly accountable? 22 

 DR. FADEN:  Right.   23 

 PROF. CAPRON:  That you could say, we have looked at the 24 

IRB system.  We haven't just looked at what the federal agencies require 25 
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on paper.  We have looked at the system as it works, and we say, it is 1 

okay except for this tinkering, or it needs major changes, or whatever.  2 

What would you need --- 3 

 DR. FADEN:  Is Charles's study going to come in any time, 4 

the results?  I am sorry.  Is Charles's study -- will there be data from 5 

Charles's study? 6 

 DR. CHILDRESS:  We will have some.  It is not clear that we 7 

would have -- it is pretty clear that we probably will not have the 8 

complete data by the time we need to write up something for the 9 

October deadline. 10 

 DR. FADEN:  You might be able to get an extension. 11 

 PROF. CAPRON:  We, at one point, said that the October 12 

deadline might not be the full answer to this.  The October deadline 13 

might aim more towards federal rules and how adequate they are. 14 

 PROF. CHARO:  Let's say, just for the sake of discussion, 15 

that we weren't going to get anything from McKay --- 16 

 DR. FADEN:  All right.  Let's just --- 17 

 PROF. CHARO:  Just, bottom line, what would you want? 18 

 DR. FADEN:  Not because we are cynical, but because we 19 

are -- I got it -- okay -- well, I think there are a couple of things. 20 

 First of all, you do have information available to you that I 21 

think you can already begin to use as a basis for making some 22 

recommendations, and I think that the results of the research review 23 

proposal project that you already have as the Advisory Committee's 24 

report gives you a pretty decent database for looking -- for making 25 
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recommendations about some specific areas that need to be changed.  1 

And I have summarized them briefly. 2 

 I was really struck in sort of breezing through "Building 3 

Public Trust" that -- I think it is in the appendix -- it is mentioned that the 4 

FDA stops funding to 20 places a year.  You ought to be able to find out 5 

why.  I don't know if I read that right.  It is something like that. 6 

 DR. CASSELL:  Yes, you did. 7 

 DR. FADEN:  Well, why?  I don't care who, but why?  What 8 

are the primary causes of losing funding?  You have got all the data --- 9 

 PROF. CAPRON:  It is not money.  It is sanctions are 10 

imposed on their ability to --- 11 

 DR. FADEN:  Whatever it is.  Okay.  Whatever it is. 12 

 PROF. CAPRON:  But part of that -- remember, that the -- a 13 

lot of the places that are doing FDA-related research are not the big 14 

institutional centers.  It may be some practice which has a contract with 15 

Merck or something to --- 16 

 DR. FADEN:  It could well be.  It could be a contract 17 

research organization.  We don't know. 18 

 PROF. CAPRON:  We don't know. 19 

 DR. FADEN:  It is good to know. 20 

 PROF. CAPRON:  It is worth following up. 21 

 DR. FADEN:  I am just starting to think about sources of 22 

data.  You know that there are I don't know how many - what is the word 23 

I want -- allegations of wrongdoing OPRR receives on a yearly basis or 24 

otherwise concerns are raised about the conduct of research. 25 
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 These are not good data, okay, in the sense of having a 1 

denominator based on which you can discuss the rates of misconduct or 2 

any other of that stuff.  But they are useful information, useful sources of 3 

information, for purposes of drawing some helpful recommendations. 4 

 You could also, and I think these are not bad sources of 5 

data at all, in a short compass of time, convene groups of IRB chairs, 6 

IRB members, and I am a big proponent of talking to patient subjects 7 

and talking to subjects. 8 

 Let me just sort of emphasize that you can certainly look at 9 

the rate of research injury, but that is really not what we are talking -- I 10 

mean, that is important.  The system would have horribly failed the 11 

nation if we had large numbers of people who are suffering research-12 

related injuries.  That would be dreadful. 13 

 But if that is the only thing we are attempting to 14 

accomplish, then I think we could all sort of go home.  That is clearly not 15 

what we are all about.  But I guess, you know, everybody has their own 16 

perspective.   17 

 I think this group could do a lot by ident ifying what the core 18 

functions are, looking at that again, and you could make very powerful 19 

recommendations and say, this is what IRBs should be doing.  Now, can 20 

IRBs do them?  But revisiting the question of what it is they should do 21 

rather than presuming that the way it is set up in the regs explains it all 22 

for all time. 23 

 PROF. CAPRON:  I guess even there, if I were --- 24 

 DR. CHILDRESS:  We will make this the final question. 25 
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 PROF. CAPRON:  If I were sitting at -- either on a 1 

Congressional committee or at HHS and this commission came forward 2 

with certain recommendations for change, which were not based upon 3 

empirically based studies -- I mean, out looking and finding problems --- 4 

 And I totally agree with you, not just morbidity and 5 

mortality, but violations of rights or bad selections of subjects in terms 6 

of the justice of the way the thing is -- many, many problems or just 7 

misunderstandings, where people are agreeing to go into research, but 8 

they really think they are getting treatment.  All the things you have 9 

mentioned. 10 

 But if I didn't have some data on that, and I were 11 

recommending major changes, I would expect to be met with some 12 

skepticism born out of a sense that -- one hears in Washington -- if it 13 

ain't broke, don't fix it.   14 

 This why are you recommending changes?  We have a 15 

system.  There is this common impression that it works well.  One hears 16 

all the time, oh, the IRB system works well.  It is a good system.  Those 17 

of us who say, well, how do we know, are met with wouldn't we know if it 18 

weren't working? 19 

 DR. FADEN:  Right.  Let me just -- I think --- 20 

 PROF. CAPRON:  See what I am saying. 21 

 DR. FADEN:  But I agree with you.  That is why I said data 22 

are important politically.  That was exactly the point I was trying to 23 

make.  Really, I concur entirely, which is why we did the subject interview 24 

study and the research review proposal project. 25 
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 Had we not had that data, who would have listened to 1 

anything we had to say about the contemporary status of research 2 

involving human subjects.  You can still use those data, because they 3 

have not been used fully.   4 

 But you might think about the sorts of smaller projects that 5 

you could do.  For example, one of the most difficult things -- and I will 6 

say for it the last time and let Jim close his meeting, because I know he 7 

is anxious, and I know how that feels -- is getting data from people who 8 

have served as research subjects.   9 

 Getting to them is extremely difficult, and getting to them in 10 

a way in which you can claim that the sample is reasonably -- at least not 11 

biased. 12 

 PROF. CAPRON:  Where all the people have problems. 13 

 DR. FADEN:  Right.  Exactly.  That is the central problem.  14 

That is the problem, of course, with public testimony, because people 15 

are motivated -- the people who are motivated to come are the grateful 16 

patients or the injured --- 17 

 PROF. CAPRON:  Or the angry patients. 18 

 DR. FADEN:  Or the angry patients.  But that is the reason 19 

why we started with just groups of patients and then asked them, have 20 

you been a research subject and then proceeded from there.  Because to 21 

go from the research project side was very difficult. 22 

 But you could do that in targeted areas around the country.  23 

These are the kinds of projects that can be done quickly if you really 24 

place a priority on them, and of course, if you have some resources. 25 



 103

 DR. CHILDRESS:  We are really grateful to you. 1 

 DR. FADEN:  It was my pleasure and good luck. 2 

 DR. CHILDRESS:  But also for providing the kind of input 3 

you have informally at other times, and we would like to call on you in 4 

both ways, formally and informally. 5 

 DR. FADEN:  It would be my pleasure. 6 

 (Applause.) 7 

 DR. FADEN:  I do, I do, for two reasons.  it has an index is 8 

the main reason. 9 

 DR. :  It is also a little easier to carry. 10 

 DR. FADEN:  It doesn't fall apart.  The (?) stuff falls apart 11 

when you open it. 12 

 DR. CHILDRESS:  Thank you very much.  Clearly, we are not 13 

going to cover everything else left on the agenda.  Let me just make a 14 

few points before we hear from ARENA. 15 

 First of all, with the forbearance of Diane Scott-Jones and 16 

Arturo Brito, since there is no urgency about the children/adolescent 17 

discussion, I propose we postpone that until time, and -- (?) -- we are 18 

talking about there is when and how we might try to address that 19 

important area. 20 

 For those who came in -- let's see -- Alex and Diane -- I will 21 

have catch Alta on this -- if you are going to be in Washington anytime 22 

over the next several weeks, if you could talk to Emily Feinstein, and she 23 

will try to work out a schedule.  She already knows for next week what is 24 

scheduled.  But if you talk to her, she will try to arrange a visit to one of 25 
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the agencies while you folks are in town. 1 

 Also, you should have received at your desks a copy of Dana 2 

Miller's protocol.  It is too late to get any formal input, because the 3 

design was already in place when I got a copy of it.  But she would 4 

welcome thoughts about what to emphasize in the context of discussion. 5 

 We obviously need to talk about commission papers.  We 6 

will have to do that by e-mail.  I will count on you starting when we get 7 

back on Monday to wrap that up.  I have talked to several people.  We 8 

have suggestions from several of you both about topics and about 9 

persons, and we need to put that in final form, starting on Monday. 10 

 I will be making a proposal to Harold about the possibility of 11 

getting -- it is something I have discussed with some of you -- a part-time 12 

person, an analyst sort, to work with us over the summer on the larger 13 

report and not simply the report on agency compliance. 14 

 We need to talk about meeting, and I don't have a copy of 15 

the schedules.  Pat may have brought one from the office, and I will go 16 

over it and see when we might be able to meet around another full NBAC 17 

meeting. 18 

 Okay.  Is Helen here?  Thanks, Helen.  So we have a place 19 

for you up here. 20 

 MR. :  Here is that schedule if you want it. 21 

 DR. CHILDRESS:  Oh, good.  Okay.  Thanks.  I have that.  I 22 

know that, but it is the schedule of individuals on the subcommittee.  23 

Okay.  Great.  I will get that then later.  I will go over it, and we will talk 24 

about it individually. 25 
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 Thank you for joining us. 1 

 MS. McGOUGH:  Well, thank you for inviting me.  I just --- 2 

 DR. CHILDRESS:  We are staying through a long meeting. 3 

 MS. McGOUGH:  Well, I have prepared this to be five 4 

minutes.   5 

 DR. CHILDRESS:  And everyone should have a copy, should 6 

have gotten a copy of the letter. 7 

 MS. McGOUGH:  Yes.  Everyone should have gotten a copy 8 

of the letter, and I have copies, if you would like one, of the -- (?) -- 9 

version.   10 

 DR. CHILDRESS:  Oh, thank you. 11 

 MS. McGOUGH:  I think that would be helpful.  I wanted to 12 

correct an error in the agenda --- 13 

 PROF. CAPRON:  Could you -- since you are not one of the 14 

signatories of the letter, could you identify yourself? 15 

 MS. McGOUGH:  I will.  But, first, I want to tell you that 16 

much to my parents' lingering regret, I am not a doctor.  The agenda 17 

should be corrected. 18 

 DR. CHILDRESS:  We assign that title fairly generously here. 19 

STATEMENT FROM APPLIED RESEARCH ETHICS 20 

NATIONAL ASSOCIATION (ARENA) 21 

 MS. McGOUGH:  I would like to thank Dr. Childress and the 22 

members of the subcommittee for the opportunity for giving the Applied 23 

Research Ethics National Association this opportunity to share our 24 

comments with you.  25 
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 My name is Helen McGough.  I am a member of ARENA's 1 

public policy committee.  I am also an IRB administrator from the 2 

University of Washington in Seattle, Washington. 3 

 I am here, however, to present these remarks on behalf of 4 

ARENA, which is a non-profit service organization, whose membership 5 

includes over 800 professionals from major academic and research 6 

institutions throughout the United States, as well as members of the 7 

public. 8 

 ARENA members are involved with and concerned about the 9 

protection of human research subjects, humane care and use of animals 10 

in research, research misconduct, and other issues affecting the ethical 11 

conduct of research. 12 

 Although our membership's interests are many, my 13 

presentation today will focus on the Institutional Review Board and its 14 

role in ensuring human subjects protection.  This presentation highlights 15 

recommendations that were outlined in a letter to Dr. Shapiro, dated 16 

March 4, 1997, which you have in your minutes. 17 

 In many critical respects, ARENA believes that the current 18 

IRB and human subjects protection system works well.  We would agree 19 

with Dr. Gary Ellis, who remarked to you in October that human research 20 

subjects are probably better protected now than they were 50 or 100 21 

year ago. 22 

 Nevertheless, ARENA acknowledges that rapid advances and 23 

changes in biotechnology, combined with the increasing volume of 24 

protocols, and the current research and health care environment places 25 
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new stresses upon IRBs. These stresses create challenges for IRBs in 1 

their efforts to protect human subjects. 2 

 For example, one major West Coast academic research 3 

institution, not my own, reviewed fewer than 100 IRB application in 1966 4 

and, in 1996, reviewed nearly 3,500 applications.   5 

 This kind of growth, coupled with the increase in federal 6 

requirements and federal expectations regarding the role and 7 

responsibilities of IRBs, has served to drain valuable resources from the 8 

critical ethical issues that should be the focus of IRB decision-making. 9 

 IRBs are also beginning to feel the impact of managed care 10 

on the research process.  The growing competition for increasingly 11 

scarce health care dollars have already, without a doubt, affected 12 

research subject protections. 13 

 One example.  Since surgery is now most often performed 14 

with a prior overnight stay, the timing of consent for surgery and 15 

anesthesia studies may be severely compromised. 16 

 Furthermore, ARENA fears an erosion of protection of 17 

human subjects, because of new competition for subjects with diverse 18 

ethnic backgrounds, increased pressure to review protocols quickly, and 19 

increased difficulty in recruiting physicians and members of the public 20 

who can take the time away from their academic and other 21 

responsibilities to serve on the IRB. 22 

 In response to these concerns, ARENA has prepared the 23 

following recommendations that we believe need to be addressed to 24 

strengthen protections for human subjects in the 21st century through 25 
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refining and supporting the IRB system. 1 

 First, all subjects who take part in research studies should 2 

enjoy equal protection under the law.  Current regulatory protections 3 

apply only to those who take part in research that is (1) supported or 4 

conducted by the federal government, (2) under the jurisdiction of the 5 

U.S. Food and Drug Administration, or (3) supported or conducted by 6 

institutions that have voluntarily adopted federal regulatory standards. 7 

 Although uniform safeguards exist for animal subjects, 8 

uniform national protections for human subjects who take part in 9 

research outside the current jurisdiction of the federal regulations do not 10 

exist.   11 

 Researchers outside the jurisdiction of the law are not 12 

required to submit their protocols for IRB review, not required to obtain 13 

consent from their subjects, and are not required to make public adverse 14 

events or hazards that may result in their research activities unless 15 

specified by their individual states' statutes. 16 

 Furthermore, neither OPRR nor FDA are able to investigate 17 

complaints or reports from subjects about such research.  We license 18 

drivers.  We don't license researchers.  We hope that NBAC will consider 19 

supporting the extension of protections to all who potentially will take 20 

part in research studies. 21 

 Next, local IRBs are uniquely qualified to assess the 22 

competence of researchers, the adequacy of their facilities, whether local 23 

subjects will understand the consent form, whether benefits to the local 24 

community outweigh risks, and whether equitable selection of subjects 25 
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can be achieved. 1 

 ARENA is committed to supporting the current local IRB 2 

system, which assumes that the local scientific and lay community is 3 

best qualified to ensure protection of research subjects. 4 

 Equally important, a local rather than a centralized review 5 

process serves to educate and heighten the awareness of investigators 6 

and research staff regarding the ethical principles governing the conduct 7 

of research involving human subjects.  We urge NBAC to support a 8 

system of local IRBs. 9 

 Third, expand the intensity and scope of educational 10 

opportunities for researchers, regulators, IRB members, and the public.  11 

Several federal and non-federal agencies are committed to providing 12 

education and training for those conducting and regulating research 13 

involving human subjects. 14 

 These include:  OPRR, FDA, Indian Health Service, 15 

Department of Energy, PRIMER (?), and ARENA, among others.  16 

However, these efforts are underfunded and limited mainly to those 17 

reviewing and conducting the research. 18 

 We suggest that the funding devoted to training and 19 

educational activities be increased.  That such activities be conducted at 20 

the local level.  That financial subsidies in the form of limited scholarship 21 

support be made available.  And that efforts be made to include the 22 

general public, the communities in which the research will be conducted, 23 

and from whom the human subjects will be drawn. 24 

 This recommendation would serve to further the importance 25 
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of recognizing the centrality of ethics to the research activity.  We urge 1 

NBAC to consider outreach to those who have not traditionally supported 2 

such educational efforts:  other federal agencies, foundations, health 3 

insurers, and drug and device manufacturers, for example. 4 

 Number four.  The requirements for the types of adverse 5 

event reports, AERs, qualifying for mandatory reporting to the IRB 6 

should be narrowed and better defined.  IRBs are inundated with 7 

Adverse Event Reports that run the gamut from hospitalization due to 8 

disease progression unrelated to the research intervention to rare, 9 

serious, unanticipated adverse events. 10 

 IRB review of AERs should be confined to serious 11 

anticipated adverse events and unanticipated adverse events that are 12 

considered to be related to the study drug or study procedure. 13 

 In addition, data safety and monitoring boards should be 14 

required for all Phase I and Phase II clinical trials.  The responsibility for 15 

summarizing the adverse event data and for making scientific and 16 

medical judgments should be held by a group with the most study-17 

specific expertise independent of the researchers. 18 

 Next, establish reasonable requirements for continuation 19 

review of study.  Although continuation review is critically important, the 20 

mechanism for conducting continuing review needs to be streamlined.  21 

Currently, a full IRB must complete re-reviews of protocols initially 22 

approved by a full IRB by evaluating a continuation report, preliminary 23 

findings, and the history of protocol amendments and Adverse Event 24 

Reports. 25 
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 We think that a mechanism that would allow for expedited 1 

review of continuation review for studies that have not yet enrolled 2 

subject, or in which there are no significant new findings or 3 

amendments, would serve to reduce the IRB bureaucratic workload 4 

without adversely affecting human subjects protections.  We hope that 5 

you will recommend such a regulatory change. 6 

 Next, streamline the system of assurances and eliminate 7 

redundancy.  OPRR negotiate special assurances for the protection of 8 

human subjects when federally funded research is performed at more 9 

than one research site. 10 

 The system, however, can become quite complex and 11 

confusing for investigators and for IRBs involved in multi-center research 12 

projects.   13 

 For example, multi-project assurance, MPA, institution, 14 

serving as the IRB of record may have an inter-institutional agreement, 15 

IIA, with the Veterans Affairs Medical Center and another IIA with the 16 

VA's research foundation, and most Vas now have research foundations 17 

in addition to their medical centers. 18 

 If, however, the VA's foundation received federal grants, it 19 

must negotiate a single project assurance with the MPA institution, as 20 

well as with the VA Medical Center.  The VA Medical Center, in turn, is 21 

required to have an SPA with the MPA institution.  In effect, there would 22 

be six assurances in place, an MPA, two IIAs, and three SPAs. 23 

 We do not believe that the three addit ional SPA documents 24 

do anything to further protect research subjects.  To assure that 25 
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research activity and funding is not delayed, we recommend that the 1 

system be made simpler and easier to understand by all parties involved 2 

in the negotiation of an assurance. 3 

 Last, we recommend that NBAC examine the advantages 4 

and disadvantages of the current approach to regulatory oversight of 5 

research, which is based on a two-tiered cooperative distributed system. 6 

 Currently, OPRR and FDA promulgate and interpret the 7 

regulations, and IRBs are charged with executing them.  Although this 8 

separation of roles has advantages, it also may cause difficulties.   9 

 For example, OPRR and FDA may interpret the regulations 10 

more strictly, add new missions, and very real expectations for their 11 

implementation without considering the impact such requirements may 12 

have on the IRBs and on their limited resources. 13 

 The current assurance system and Adverse Event Reporting 14 

system are two areas in which this has already happened, and I would 15 

add also the reluctance of OPRR to get involved in a pilot project for just-16 

in-time review as a further example of this. 17 

 I would like to thank you for your consideration of these 18 

recommendations.  We hope that the summary of issues and 19 

recommendations provided by ARENA will assist your evaluation of 20 

human research subject protections as we move into the 21st century.  21 

We stand ready to assist in whatever way you may think that we can 22 

help. 23 

 DR. CHILDRESS:  Okay.  Thank you very much for joining us 24 

today and for summarizing some of the issues that are raised in the 25 
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larger letter.  Let's see if there are any questions or comments.  Alex. 1 

 PROF. CAPRON:  I also want to thank you for your 2 

presentation, and I have four quick questions.  You mentioned first that 3 

there was harm from the changes in the settings in which research is 4 

taking place, and you alluded to managed care. 5 

 And I wondered whether you would be able to provide us 6 

with a more documented set of examples.  The one that you gave was 7 

not immediately convincing to me.  I mean, the notion of getting consent 8 

in the hospital immediately before research as opposed to getting it on 9 

an outpatient basis, because you are not going to be in the hospital the 10 

night before, might turn out to be an enhancement of research.   11 

 You give consent at a time when you are less dependent, 12 

less in the patient role, than is now customary when you do it when you 13 

are lying in your hospital the night before, and someone comes in with 14 

forms. 15 

 MS. McGOUGH:  No, actually, that is what we are objecting 16 

to.  Because there is no overnight stay -- I mean, because there is very 17 

little --- 18 

 PROF. CAPRON:  I would like to just have more examples.  19 

That particular one -- but if you had data of researchers or IRBs finding 20 

that they were constrained in ways, I just -- you don't have to give it to 21 

me now.  It is just a request for more information. 22 

 MS. McGOUGH:  What we have is anecdotal evidence, 23 

especially in the context of managed care of, for example, the difficulty 24 

of identifying subject groups.  In managed care, often providers end up 25 
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being subjects.  The managed care organization conducting the research 1 

does not consider providers to be subjects. 2 

 PROF. CAPRON:  Uh-huh. 3 

 MS. McGOUGH:  They consider only -- that kind of thing.  4 

But it is anecdotal.  I am afraid I don't have any data for you. 5 

 DR. CHILDRESS:  Bill Freeman is also involved in ARENA.  6 

You are going to have to come and use a microphone, Bill. 7 

 DR. FREEMAN:  Just on that point, one of the issues is that 8 

they don't do it until the morning of the surgery, because it is the 9 

researcher in the institution that is doing it as an add-on to the person 10 

that is getting the outpatient procedure. 11 

 So, typically, it is very rushed.  They may have already 12 

gotten some overnight sedation. 13 

 PROF. CAPRON:  I understand.  It would be possible for an 14 

IRB to respond to that by saying, consent must be gotten at least 24 15 

hours before, and that means either the researcher has to go to the 16 

patient, or the patient has to come to the researcher.  So it changes. 17 

 The next thing is something that my fellow committee 18 

members have tired of me saying, but -- and it is a shame Alta isn't here.  19 

We, in principle, agree with the notion of equal coverage --- 20 

 (Laughter.) 21 

 It is your queue, Alta.  It is your queue. 22 

 DR. CHILDRESS:  He just wanted you to hear his comment. 23 

 PROF. CAPRON:  We have been after this issue of equal 24 

treatment, and in principle, we have already said we approve that.  But 25 
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we recognize that it would be strengthen the case if we could say that 1 

subjects who are in research which does not go through mandatorily the 2 

federal approval process are worse off either in the results or in some of 3 

these intangibles. 4 

 And you raised it again.  You said it should be, and the 5 

implication, reading between the lines both of your oral statement and -- 6 

listening between the lines of your oral statement -- and reading the 7 

letter, is that injuries are happening that could be avoided.  Can you 8 

document that?  It would be very helpful to our committee. 9 

 MS. McGOUGH:  Actually, I think Susan Katz could 10 

document it.  I think about the 49-city study in Alaska, the Exxon oil spill 11 

study, studies that are often conducted by private for-profit social 12 

science research organizations that may have adverse events to 13 

communities, to ethnic groups, that were completely unanticipated at 14 

the state of the research that might have been anticipated had they 15 

undergone IRB review.  Again, the evidence that I have is anecdotal. 16 

 PROF. CAPRON:  Well, even -- in a way, you are the 17 

grassroots eyes and ears.  If you know in your community that 18 

something is going on and you are bothered by it and you have some 19 

actual -- not just anecdote, we hear something happened -- but 20 

something more concrete, I think it would be helpful to us to add to our 21 

documentation as to the disparate systems. 22 

 The third question is:  I think I heard you to say that you 23 

assume that local review through an IRB is best, and it would be helpful 24 

if you could, in light of the discussion which you heard on our exchange 25 
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with Ruth Faden, could also follow up with us with some further 1 

elaboration of why that assumption makes sense in light of, on the face 2 

of it, some potential conflict. 3 

 Not that it is local as opposed to everything being in 4 

Washington, but that it is attached to the institution, which is under 5 

these varied pressures which you know, to bring in research and to 6 

approve it and so forth and so on. 7 

 I recognize that I am, in a way, speaking to the people who 8 

are part of that present system.  ARENA is sort of an organization of that 9 

system.  You may not be able to do that very dispassionately, but at 10 

least you could defend your conclusion a little bit more. 11 

 And the fourth one is a personal question for you as a 12 

representative of the University of Washington.  As I recall, the University 13 

of Washington had a injured subjects compensation program, and I 14 

wonder: 15 

 (a) if that is still true and (b) at an appropriate point, could 16 

you provide us with more information about what your experience in the 17 

last decade, 15 years -- have you published on that or whatever? 18 

You are one of the few that had such a system. 19 

 MS. McGOUGH:  Do you want me to respond very quickly? 20 

 PROF. CAPRON:  Yes, yes. 21 

 MS. McGOUGH:  We have had a self-insured insurance plan 22 

for treatment for subjects who suffer adverse events as a result of taking 23 

part in research projects for over 18 years.  We have paid out less than 24 

half a million dollars in claims over that period. 25 
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 We have had fewer than 20 claims filed.  I cannot speak 1 

knowledgeable about the insurance aspect of it, because our risk 2 

management handles that part of it.  But it has worked extremely well, 3 

and I think it is a model --- 4 

 PROF. CAPRON:  Yes, I think it is a model.  I commend you 5 

for having it, and I hope we will be able to follow up --- 6 

 MS. McGOUGH:  I can certainly provide you information 7 

about whom to contact. 8 

 DR. CHILDRESS:  And tell us the names of the people we 9 

should write. 10 

 PROF. CAPRON:  Or if you have published on it, anything 11 

that is available. 12 

 MS. McGOUGH:  We have not published. 13 

 DR. CHILDRESS:  Any other last comments?   14 

 DR. FREEMAN:  Excuse me.  Eric -- excuse me, Alex -- 15 

perhaps Susan and I can write up what Helen mentioned.  It involved 16 

Alaska native people who were interviewed by a researcher that did not 17 

go through an IRB, did not adequately protect the confidentiality. 18 

 It went to the courts.  Exxon wanted to get the names of the 19 

people and get all the data with names, and the magistrate approved.  20 

 MS. McGOUGH:  And the Barrow city study, Barrow 21 

alcoholism study, would be another one, too. 22 

 DR. CHILDRESS:  Diane. 23 

 MS. SCOTT-JONES:  I just have a really quick question.  24 

When you prepared the letter and listed your seven issues, did that 25 
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result from some fairly systematic consultation with your members?  1 

How did you come about? 2 

 MS. McGOUGH:  This was a combined effort of the Public 3 

Policy Committee of ARENA, which consists of a core of about six 4 

people, and whomever else we could dragoon into taking part.  We tried 5 

to have those members who are members of the Public Policy 6 

Committee do outreach in their region to pick up on what the local 7 

membership feels are crucial issues. 8 

 This is certainly not meant to be inclusive.  There were a lot 9 

more, but these were the ones that we felt were most important to bring 10 

to your attention. 11 

 DR. CHILDRESS:  If there are no further questions, we very 12 

much hope that we can get input from you in the future as well. 13 

 MS. McGOUGH:  We would be delighted. 14 

 DR. CHILDRESS:  I also need to see if there are any other 15 

members of the public who would like to make a brief comment.  We had 16 

no one sign up, but I wanted to check. 17 

 Staff, anything else you need to discuss? 18 

 MS. HYATT-KNORR:  Well, we need to close -- 19 

(inaudible). 20 

 DR. CHILDRESS:  Thank you for your patience. 21 

 (Whereupon, at 5:10 p.m., the meeting was adjourned.)  22 




