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DR. GUTMANN: | am going to get started because we have a wonderful guest.

Please take seats.

Our next session will focus amationatlevel review of certain types of
pediatric research. Initially contemplated in the late 1970s by one of our predecessor
bioethics commissions, the National Commission for the Protection of Human Subjects of
Biomedical and Behavioral Researchsthipe of nationalevel review is also codified in
federal regulations.

Dr. David Wendler-- welcome-- is the head of the Unit on Vulnerable
Populations in the Department of Bioethics at the NIH Clinical Center. Dr. Wendler has
served as a consultatd numerous organizations, including the Council of International
Organizations of Medical Sciences, CIOMS; the American College of Cardiology, and the
National Institute of Aging.

His current work focuses on the ethics of research with individuals igho a
unable to give informed consent, very relevant to our work.

Welcome.

DR. WENDLER: Thank you.

So, basically, what | am going to try to do is just provide the members with
a kind of framework on the basics of Category 407 that, hopefully, willitéei the
discussion that we might, hopefully, have after my talk and, then, as part of the roundtable.

So, just a reminder, | work for the federal government, but these are my
own views, not anybody else's.

David Resnik went through some of this bgrdund. So, | probably don't



have to repeat it.

These are the four categories of pediatric research in the U.S. Federal
Regulations, 407. The one | am going to talk about is the fourth one.

One thing, just to remind people, typically, people thin&uall07 with
respect to research studies in children that don't satisfy the risk limits on 404, 405, or 406.
That is right, but it is not limited to that. 407 is research that is not otherwise approvable,
and that covers any other reason why it mightb@oapprovable, although | take it for the
most part the relevance here is, as | have it, 1ti@eminimal risk. So, it is more than and,
also, it doesn't satisfy 404. It does not offer the prospect of direct benefit, so it can't be
approved in 405. Adit is, presumably, going to be done in healthy children. So, it can't be
approved in 406.

And one of the lessons | want to just remind people, | think about 88
percent of all academic debates really involve people who don't disagree on the content;
they just don't recognize that they are using their terms in different ways. And | think that
happens a lot in this context, particularly, as you have seen this morning and earlier, with
respect to what constitutes minimal risk. So, | think it is reallyoirtant to be clear on the
terms before we try to have a really substantive discussion about these things.

So, here, basically, are the requirements that have to be met before a study
can be approved in 407. The penultimate bullet, just to highlightohlae consistent with
sound ethical principles. Obviously, that is extraordinarily important. Figuring out how to
satisfy that requirement isn't always entirely clear.

And the last thing to note- | think David Resnik hinted at this this



morning-- there is no explicit limit on risk level for 407. Some people think there is. And
If you read the National Commission that Dr. Gutmann cited, | think it is actually unclear
whether or not they think there should be such a limit. So, we can talk adtatitine have

time. But at least explicitly in the regulations, there is nothing about a risk limit.

So, here are the questions, | think, or at least some of the central ones: is a
minor increased risk acceptable in healthy children? It can be darteldren with a
condition under 406, but can it be done in healthy children? If so, how do you define it;
how do you implement whatever that standard is going to be?

Are there cases in which even greater than minimal-fisk, John this
morning talkel about a minor increase over a minor increase, would that ever be acceptable
research? How the heck would you define that?

And then, apart from risk limits, potential benefit, what other requirements
might be put in place to make sure that the resemraonsistent with sound ethical
principles.

So, those are the basic, | think the most important questions, or at least the
ones | am going to focus on here.

So, one of the things to get really clear on, again, is to try to figure out
exactly whatminimal risk means and what metteanrminimal risk means. | think a lot of
people assume, and | think this is a mistake, that the distinction between minimal risk and
morethanrminimal risk research is the distinction between research that poses noafhance
serious harm and research that poses some chance of serious harm.

In fact, if you read through the National Commission, Paul Ramsey has



this wonderful bit where he talks about the fact that he thinks the National Commission is
assuming minimal riskesearch. "Oh, it is not a problem because they are assuming it
doesn't pose serious risk."

And then, later on, they will say, "But we have to have really good
insurance for kids who experience serious harms as a result of this research.” Somehow
peoplearen't putting those two together. So, that is not the right distinction, and that is
Clear.

David gave the definition this morning. At least explicitly, the way the
definition is written, it is "risks ordinarily encountered in daily life". Cleaclyildren face
some risks of serious harm, including death, during activities of daily life.

So, what is the difference? And this, | think, is the question about why you
guys have been struggling with this so much. Basically, what are you trying ttedoyou
decide a study is minimal risk? Basically, what you are trying to do is you have some
threshold for what is minimal risk, and what you are trying to ask is, is this particular study,
so is this study of a vaccine for anthrax, are the risks obthdy less than or greater than
whatever this threshold is?

Well, to answer that question, you need to know two things at least. You
need to know what the threshold is, and you need to know what the risks of the study are.

| think there is at leasibme-- David hinted at this this morning some
agreement on the threshold, but we are still working on that. And then, oftentimes, you
don't have really good data on what actually the risks of the vaccine are. So, it is hard to

make these considerat®rbut | think it is at least important to try to be clear about how you



do it.

So, here are some of the different accounts:

The risks of dally life, that is the federal definition. As David pointed out
this morning, it doesn't say whose daily lif§o, people have talked about that. The IOM
Committee thought it is the ordinary, average children. Some other people, Lainie Ross and
Skip Nelson, who I think talked to the Committee previously, endorse what a prudent parent
would allow.

What | think B important, whatever of these standards you prefer, | think
the important thing to recognize is we are talking here about research that doesn't offer at
least direct benefits to the subjects.

So, what | like to think about this, | think it is helpfulttink about it in
terms of some kind of charitable activity. Basically, what we are asking in this context,
when is it acceptable to have children be in an activity that is designed to benefit others and
poses risk to them?

And | think there are, if yo think about it, in daily life there are activities
where we have children face risks in activities that are designed to benefit others. So, |
think keeping that frame in mind is really important here.

So, basically, this is the way | think about vhat are minimal risks?
Minimal risks are the risks of activities, comrmoccurring activities, for children which are
designed to benefit others, but we think they are acceptable. | think that is basically a way
to think about minimal risk.

What wouldminor increase over minimal risk be? Well, | think, basically,






