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DR. GUTMANN: Welcome back everybody. We have until 11:45, right? Great. So,
we'll take an hour anthenwrap up.

Let me just go back because the language of risk was used so ubiquitously here that |
skipped over too quickly something thatesearch risk to children, which is very important and
we have really good language on that, but Dan had yesterday suggested a very helpful way of
guiding and understanding thathere it is going to be part of our recommendatibat a 407
panel ought taletermine where along the risk spectrum on research risk to children the protocol
is and I'll turn it over to Dan to say how he thought we could be helpful without falling into the
trap of trying to quantify or become so specific that it really is me&@sadecause you can't be
overly specific here. So Dan.

DR. SULMASY: Just(sneeze)
DR. GUTMANN: Bless you.

DR. SULMASY: In my discussions with Alan Fleischman yesterday about what it
means to be one more thumb length over in the risk categbey ipressed him, | think he was
very helpful in sort of giving stipulations of the kinds of things we might be talking about when
we're talking aboud minor increase over a minor increase over minimal risk, which is far too
vague And so | just think weught to stipulate some thingsshe suggested, such as pain,
swelling, redness, missing school, and there are questions on how far you want to go, skin
biopsy, EEG, and then what things might be off the talae ,know, brain biopsylJiver biopsy
things like thathat could sort of help us I think to be of concrete assistance to a 407 committee
without--andmaking surghatwe say we are not exhaustive and these are not the only examples
and they've got to also be \whed against the vital importanasiie etc., but these are the kinds
of things that we would generally think would fit into one category or another and we could talk
about what fits in one bucket or the other, but to give some guidance | think would be helpful.

DR. ALLEN: | am a litte bit confused because you just named a lot of procedures.
Those strike me as burdens as opposed te. rBkrdens have risk, so could you clarify how that
list is going to help us with the question of the research risk?

DR. SULMASY: They are bothl mean some of it are the harms of what could happen
after those kinds of things, so the procedure itself, you krienpitocedures become more risky.
So lumbar puncture is a procedure, but it has many more risks than taking somebody's blood
pressure, sthey were sort of helpfidntreef the kinds of things we think would incur too
much risk.

DR. GUTMANN: So | think there are two parts of our charge here that are important.
One is to say based on kind of case law which is the case that has been approved, what has



counted as a minimal level above minimal risk? Give examples that are aecezaibbples of
that and what is counted as higher than that, clear examples that would speak to answer Anita's
guestion.

The other part, which I will say is not part of this framework, but | think outsfidee
framework in our reponive should say is #t a 407 committee should be constituted in a way
that could determine as clearly as possible what the research risks are and state as clearly as
possible what the level is because on both hearingratite case of yesterdagading
everything, thee ae many people who believenany informed doctors who belieyas Dr. Alan
Fleischman doeghat the particular case that brought us to this charge is minimal level above
minimal risk and not more than that, even though the report suggests it is mofreathan t

We are not going to determine that, but we ought to say that it is really important for a
407 panel to be able to say what thek actually is, which agaims not-it's likelihood, but I'm
talking about qualitative sayirgo | thought Dan whatgu said and with the addition what-
and | see nodsve should recommend in the report outadiehe framework itself. Wat you
said is inside the framework, what | just saigust that,outside ofthat that is just very
important in order to know vdther you satisfy a set of ethical principleto be able to tell the
public and parents and children what the research risks, where they fall. John.

DR. ARRAS: Just a friendly amendmerandwe might want to note that in some cases,
even though thegpticular intervention is minor, that it might be repeated so many times during
study that it cou produce a bad effect.

The study that comes to mind for me is that growth hormone study that was approved
under-I dondét know how, rblQ7tgivingperieclysnorag ds threee d und e
placebo injections a week for two years. | mean that is a good example to me of a case where the
negativeeffect is just over the top.

DR. GUTMANN: Yes, so we will statewe already dstateduration reversittity, to me
reversibility is extremely important when somebody doesn't stand to benefit from it. Christine.

DR. GRADY: | also think about adding a statement that says just because it is new
intervention in children doesn't by definition make it geedhan a nmor increase over minimal
risk. Because think there is a tendency in the field to do that. If you do a study of a new
intervention, new vaccine or a new drug, it's automatically assumed to be greater than a minor
increase over minimal rislAnd in this casgand in manycases, the adult data should-bed the
animal data and all the scientific facts that about what we know about a particular intervention
should be used to make a more nudrterision about whether it is or isn't.

DR. GUTMANN: That could be of a part it.
At the same time, | would want that saidie same place that we saiditBhe medical
community needs to tell wus what the risks are



newness of it is going to prade a ratioal fear factor. I think that's the responsibility that
attaches tmot vetoing newnesdhé responsibility of the medical community is to be as specific
as possible about the risk and if it can't be specific at all then that is a problem.

Okay. And this is research risk, so we know we already have studies on adults, but and
adults include 18 year olds.

Okay, now, we are on Transparency and Accountability. Sure.

DR. ATKINSON: I'd like to raise an issue about the compensation one. We've had
discussions before about compensation versus tort, going the tort route, and | just wanted to be
sure that everybody actually agreed with that one. We talked about it img/grup B, but it
never really was brought to everybody. | certainly think it is important and might even expand it
to sayfitreatmend or icompensatio,something along that line, but | wanted to be sure that
everybody agreed that we should keep that in.

DR. GUTMANN: Everybody agree?
DR. WAGNER: Yes.

DR. FARAHANY: So | will chime in just because | was a big part of this debate last
time. | hink it is different in the case of children than in adults and that we should have it
guaranteed. do want to see this spelled out as specified as to exactly what we mean and what
kind of, you know, we took earlier language out of this that was "sysiadat | think some
form of compensation for direct research related injuries is an essential component of any kind of
research that happens in children.

DR. GUTMANN: That is a wholehearted agreement and some of us also think it should
be with adultsbut for this research to go forward in a case of some vital emergency, you want a
plan,notawholei t doesn't have to be a whole system,
to wait for a whole system, a plan that says these children in thefdzeenowill be first of all
treated and compensated.

Okay. Accountability Through Transparendil read it.

Before proceeding with testing, the Secretary must provide clear communication of
expected riskand expected benedivf the research. In ddion, equally clear reasomsust be
publicly stated as to why government ethnically seek the informed consent of parents and the
ascent of children whout using them as means onlbynderstanding that we're going to make
that language broader, more capas to different convergent views. There is a great deal of
discussion during sessions, as vaiting round table, that engagimgcommunities early and
often. Many members commented that community engagement needs to be expanded in the
framework. Sothisseguego community engagement and | wondéelson if you would you
speak to that.



Maybe | shoulekshould | read the next one too? Adequate provisions are made for
soliciting the ascent of children in the permission of their parents or guswrdigness that is a
different one. No, let's hold on that.

So yeah, community engagement, Nelson.

DR. MICHAEL: | think we had some nice discussion yesterday about this too, but
obviously for both pre and pestent, the idea of socializing this @apt in the communities
where this research is either planned to happen or could be expected to happeariast
critical because you are talking abduthink, working obviously with susceptible children that,
or also vulnerable research participankere are going to be sectors of the community that
historically have had reluctance to engage in research or have historical concerns with
communications with the medical community at laryed therefore these kind of approaches
have to be done frométbeginning, from the very beginning planning stages with an active and
continuousprocess of community engagement.

So this is really no different than a lot of discussions we had in moral science that stem
from discussions of Guatemala, but there,w#sink, afairly broad uptake of the importance of
doing this in this context.

DR. WAGNER: We need language for this bullet.

DR. GUTMANN: And 0 what | see as the suggestion here is when we talk about
transparency and accountability, it ought tdbeader than the language here, which is very
specific, which is goodhat the Secretary and the panel should give reasons, but also that
accountability and transparency has to do with engaging the broader community in this process.
Can we-Nelson, can just call on you to give more specifics to what we want to put in there?

DR. MICHAEL: Um. Okay. | thinkhat,again | would borrow language from some of
the guidelines that have already been published from UNAIDS and AVAC, take some of the
languagdrom good participatory practice guidelines, which fairly clearly states, and here again
in terms that now are fairly specific as well, about the engagement of the community for the
entire lifecycle of the research proposal. | think that would be imgortan

So n other words, this is not going to be a proposal that would be drawn up by research
scientists and at the end of the day that protocol would then be presented at the last
momenfto members of the community, but they would be engaged in the actual conception and
the thought process, some of the deliberations of how the actual research patoret and
they should be a part of a research committee.

So that is the kind of lgguage | would like to see in the report and it could be done |
think in a fairly compact way.

DR. GUTMANN: Okay. Barbara and then Dan and Anita.



DR. ATKINSON: I'm wonder figure it shouldn't be a whole section, like number five.
Really, it is notreally transparency and accountability. To me it is important enough that it
should be seen as a major part of the protocol, that we do start even before you do the protocol
and you prove it to the 407 panel that you've actually got adequate commupiytgiore
and after planing.

DR. GUTMANN: Okay. What | am struggling with is who the community is. | think,
for example, one specific recommendation is the 407 panel should have members of, you know,
the publie-just as we have public represeivesd we should have members of the public on it,
which means from the beginning they would be involved, because the community is our whole
society, right?

DR. MICHAEL: Right. I think some tangible examplafswho that communitycould be
would bethe first responder community. littk that would be reasonable

DR. GUTMANN: Although that, you know, | agree, but the first responder community
is a community that has a very strong voice as seen by the fact that we have been g&tting
thinking that the community is more the general public that has much less insight and
opportunity to get, | mean insight in the sense, the strict sense, of the word, it has a lot of insight
and common sense, but it has less, it is less privileged to know whatgsgam and we don
hear from nembers of the general pubhwe hear from organized groups much more than we
hear from members of the general public.

DR. MICHAEL: True.

DR. GUTMANN: So that is one of the things that | think we sheuld
DR. WAGNER: What are the language negd- I'm sorry.

DR. GUTMANN: Go on.Dan, sorry.

DR. SULMASY: Just to add to that, um, but you have been talking about the community
engagement and the design and execution of the research, but part of what we heard yesterday
was before you justify doing the research, you have to make sure theregh enoumunity
engagemendndthe result of the researdhsuccessfulwould be then up by the community
itself. S if we do this researdind only 25% of the population is going to use let's say a vaccine,
then in fact it has been a problem, um, um, thiatl we ought to be engaging them not only in the
research itself, but in the actual widespread ifisieis under 407 for some sort of a public health
emergency.



DR. GUTMANN: | have Anita and Alex.

DR. ALLEN: Dan saicexactlywhat | was going tsay that we need to make that nexus
between the research and the public health benefit down the line. People need to be willing to
take advantage of the research and if that doesn't happen then in some sense we failed.

DR. GUTMANN: Alex.

DR. GARZA: So, | don't disagree, but | think it's, | am trying to play this out in my mind
practically how this would work, and so | agree that the community should be able voice whether
they would find this beneficial orat, but that is very contextuand what mean by that is 40%
of the American public, or even probably less than that, get a flu shot every year, | guarantee you
when we have a pandemic with novel virus that rate will go up and so do people find it not very
beneficial if it is just regular fluput if it is something that is extraordinary, it is much more
beneficial to them? And so presenting a question

DR. GUTMANN: I think the answer is probably yes.

DR. GARZA: So presenting a question to them during a time of normalcy, saying do you
find this of value, | think people would inherently say no. If you put it to them in a time of very
complexity-

DR. GUTMANN: Alex, that is if you take a poll, but if you bring people into an actual
deliberation and give them information and sos part of the point of educating people about
what we are doing as a country to prepare.

DR. GARZA: Yeah.

DR. GUTMANN: | agree with you that how you do it practically is not easy, but to try to
find ways of doing it, | think is going to be critidal the ability to move forward with the kind of
research we're talking about. Thass | think there is an ethical and practical component,
although | understand that it is not going to be a poll.

DR. GARZA: Right, right. | just have some reseiwas about it, whether it would be a
very difficult barrier to overcome.

DR. FARAHANY: But dbes it have to be a barrier? It could bght, we are making a
recommendation that we think it is an esséwtianponent, but not that if waotif there s not



adequate community response or adequate comyrtaunytin that you don't proceedingly
that an essential component of an ethical framework is to educate the public.

DR. GUTMANN: Right.

DR. GARZA: | am not advocating that we shouldn'tget

DR. GUTMANN: No, you're saying

DR. FARAHANY: Dondt | et it be a bar.
DR. GARZA: Right.

DR. GUTMANN: Yeah. Nelson.

DR. MICHAEL: | am-detected the first fragment of sentence from youclwair so let
me give you an answer to the questiorsbe of asked, which was, um, so in the good
participatory practice guidelines, they define stakeholders and they define community
stakeholders, so let me give some granularity to this discussion and | think it will be helpful and
it is only a few senterss.

So stakeholders would be trial participants, families of trial participants, perspective trial
participans, individual residents within or surrounding the area where research is conducted, and
then of this is specific HIV language so it is not tteévant.

DR. GUTMANN: So that'ssee, that is what | was asking for. That is very helpful.

DR. MICHAEL: Then, treatment advocates and activists, NGOs, comroatyd
organizations, community groups, religious leaders, opinion leaders, medmagent bodies
and it goes on, but let mest-this is why | mentioned first responders, but because, now if you
l ook at community stakehol der, because they
the population to be recruited, trial participgrpeople living in the area where research is
conducted, paple living with the conditionwhich is obviously not relevant, and then it goes on
And a lot of the other examples here are similar to, to the broadtxt of stakieolders. Bit |
think youget an idea of, ahe broadness.

And community engagement isn't a yes/no for any individual trial because ultimately it is
going to be up to the IRBs and funders, right, to decide if the study is going to go forward.

DR. GUTMANN: But it is a matteof educatior

DR. MICHAEL: Itis.
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DR. GUTMANN: Of getting thé
DR. WAGNER: Awareness

DR. GUTMANN: Of their awareness, but also the government's awas@iadat the
concerns are and the support is.

DR. MICHAEL.: | thinkwe can draw from this language if we choose to. Obviously it is
now published, it has been validated now and a little bit outside of the HIV prevention field as
well, but I think he critical point is to emphasitieat this is antire lifecycle processhat this is
not a step that one does just before one executes the research.

DR. GUTMANN: Christine.

DR. GRADY: | was going to suggest, | like the stakeholder language, but we should
include the sort of local and state public health communitidseistakeholders

And then the other thing, based on what Nelson just said, | think maybe it belongs earlier
in the framework, community engagement.

DR. GUTMANN: Since the framework i s a set
should worry too mach about it, but it maybe we can look at where it rRost

DR. GRADY: Okay.

DR. GUTMANN: Logically flows, but we definitely want to include it and include it in
this more detailed, robust way so it gives some, some sense of what we mean by Keate | i
breakdown of recognizing what the different groups of stakeholders are because otherwise it is
just so vague.

Okay, moving on to adequate provisions are made for soliciting the ascent of children
and the permission of their parents or guardiarsetforth in 46.48Based orthis criterion, the
Commissior-I'm just going to read and then stop and ask Letmsgy something-reiterates
the importance of informed consent, informedgogal permission, and child &sd

And Lonnk, you thought, antlagree, that it is important to expand, especially given our
discussion about how not using children or subjecting them to undueénrisiesrole that consent
and assnt plays here.

MRS. ALI: Yeah, | do and there was a lot of discussion yesterday about consent forms
andhow the traditional consent forms that are currently used may not be the best model for using
it in these particular instances



And | do have arssue with children bag usedyou know, as we have talk@bout, as a
means to an endg stherefore, when you talk about ass$ d children, what does that meahat
they clearly understand what is going on and the actual verbiage | think that is used in the
consent form izery important
And someone suggested, | don éthatthiecomsentb e r  wh ¢
be the same or the information be the same as presented to evérgegealid a little 36minute
presentation, | think of what they used, yeah, thiinktis even better than just leaving it up to
the individual to discuss with the parent and the child because it could be subjective and it could
be coercive, so | think it is important thehappens.

DR. GUTMANN: So, so | justwantto makesunthise port t hat we dondt
Government's decision as to whether to ask children to be subjects in above minimal risk
research to what parents would allow their children to do because, and what reasonalsle parent
because parents have a lateéwf discretion because they are the best guardians of their children.
They have a vast latitude becawse d o n 0 t tate 8 beicome thesdictdtor of what parents
do, so theresia broad latitude and parert®me parents are very risk averse wiard to their
children and other parents have their children, as atacgcle, running triathlonat great pain
and so on to themselves and physical, @sid we allow a whole range. We draw the line at
what parents can't do, but it is a very capasiline. That is very different.

This is where Lonm@s point is really important. | think we have to make sure that we're
not saying in this report that ti@vernment can subject children to the same risks that a parent
would agree to subject chilein to, so this gets to Lorai

And there are many reasadios that because whenever the Government or an agent of the
Government asks parents or children to do something, there will be some number of parents and
children who step up to the plate matter what they're being asked to do, especially if you just
need a small numbgaind that would ban unethical way of proceedingo $just want to make
clear that the altruism of parents is fine arelaan applaud it, but when th@¥&rnment is
askingchildren to do above minimal risk, we can't reduce that to altruism because it's just a
different category.

MRS. ALI: Yeah. |think it comes down to thabrudent parefitand | think we had a
little bit of a difference of what altruism is because hkhAlan sort ofalludedto the fact he was
at a, at a church and children were going to, to go and do wonderful work for, for the hurricane
victims. Well, for me that's, that's an acceptakihere is risk in doing that, of letting your
children go out ath doing that, but subjecting them to something with regards to a scientific
study to me is something different, but | think that whole idg@nfdent pareritcomes in and
there may be limits that we need to, you know, like you said, you coulcchdaeen doing all
kinds of altruistic things, there may be ceiling thaéds to be-you haveto protect thenin that
regard
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